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[0001] *mwte. c-jwbftKftm'rzm ^MRx^tti^mrnvtcmmm, ttbmz, m 
[ooo2] &m£&®<D?;j*<DmMmmmmzti£5tvx^z>o #sj»*s—>r>* 

[0003] &±<D£otmffi&m&Ltc#xh?yj±mmMmz£^x^ m a s 
[0004] &&mmnKfcm<D$iMjjmkvx^ ztL&T&&t£fe(&&wrxwi5\ gstm& 

A#&f&ft?Hf fc*5tt5S & Sra4BSf^fflSrj»i*«JUi**f «^fei:bT, in vitro-M 
(##fF:$C£fc9, ^MWlfciftlO, ^fF^rmi. #rF^C^2), STABLER (## 

fF:£fU4)&i?-efc5„ 

[0005] tsbi^ mm^^^^m, m3fe**^^-««i«fe, ^3feM3fe«?^^, * 
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[0006] ±&m¥<nm®xte\i\>7v^mmMmmTu ?vj*w9ztzmm*<Dmm 
fix\ vs 0 z.ti*xmmxw2z£tix\, ^tcmfc^m e wzmmtt km^tx^^ 
¥*-m.Km%x-rttWj:¥ftmMisthx\ >5 0 m^mmm^tvx^ 

c-Fos/c-Jung £<£n£>;ivCl ^ 0 

[0007] c-fosit-fe^-te, Bohmannib^<£^ MJ^lffi^/^17(D^o^it'IS^-'efe ; 5v-jun( 
ftKl, ^tlte-VhV<DSf;J*m3&<Dh<DX\ ^«Dm^W^tlX\^^t^^o 

tc) t8o%&±<DT$smmF}<Dmm&&h^Kh*ttyt\^xmM£titz. (^wn^c 

itfcl5) 0 c-junfct, ftMlft&^$*^(immediate early gene)£:L-t, #<<D#fflJi& 

mxmmmmz&<>x&M£ti%m^mwm*x&z> 0 *fc, gE^^T^y-ste 

^LT, junB, iunD&%abfrX\,^ 0 Hilbergk/^v 5 — ^y"r>(^\Z.XJ0^.;V 
[0008] c-Junte\ N3H%i&MZ.m?f$:=il/hv— /1^5h^>-*f1sMtrans-activation)K^^ 
U ^a^^^y^xy^^HT-SWI/SNFO^^^yh-efc5BAF60a^^B5:f^ffli- 
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[0009] *&mte,m^mfflm*kLx&<tobtix\,^c-junm&m&*-?iybW;&mk 
[ooio] *mm%hte. mmmtettfrzi:0>fr+fm&x*h%Mmtftfmr^mkLx, ± 

m<Din vitro£M7K*&£r±-&£U ^tl&XHZffift&MteXttz.}! 0 *.-- 

/civ?— ir^bfcZloOS^, in vitro!?-f/^(IVV)<D*^^^i;— ^>-^53J;tj? 

C*«^-</Wkjfe(^a#fF^6228994-^ x WO 02/48347)£JBV>T, c-JunSr^ h£ 

lt, -r^Fei^cDNA^y^y— ^hm^mmm^-m^fmf^mmm^m \ 

^tiiZXtobfiX^m^tzMU'g.. fo^^-im&Wk^Xfe'AftiX&otitf, c-jun 

m ^mtm^^m^^k\^hfhx\^t^tim ^m^t^im-r^t^u 
we ^xm&fotttei&rztte, c-jun® &nkmg^\^mmmmmtf& 

[ooi i] ^Bjofife<Dgis^ N c-iuntmK{¥mi-zm&ntebm^ti%mmi,t'vm 

[0012] *»w#e>« % iw$rfflv^*^iR^y— =->?\z.&o, c-junyssffMBi-sir 
^sessr^m-ri:^^. gE^KDses^c-jun^sf^ffi-r^^^mu * 

[0013] (1) c-Jun«e«^2f^ffii-5fie«t,c-Junffiajri:©ffiSf^ffl©ia«lJ 
tfcot, WT<7) (a) Xtt (b) OS e«SrWS&^ti"5friEia*Slo 

(a) gB^IJ#^-l— 69(DV vf tbd^T^y^iS^J^tfS £ W„ 

(b) IB^J#^-l-690VN-f^OT5y^SH^J^*5V>T, lt>b<ttj8fe^@©T5/K^ 
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[0014] (2) m®&.ft<Dm&n&mm&^i~69<D\,^irtifa<DT$ymm&\^te(2) 

[0015] (3) I&TOTO(a)Xli(b)(DW>»^fcief-efc5(2)|Ei© 

(a) ga^lj#^-126— 199<DV v*" tbd*CDJ»gH^IJ^tf^o 

(b) gB^IJ#-^126- 199<DV ^T^^^MH^J^^^^^hy ^cn^Tfe^ 

o 

[0016] (4) ^^ga^j#^i26-1990V>i a ^^^SgB^J^tf(3)|B^PE.#^l) 

o 

[0017] (5) ^h^w^g^^ mMKzmf&tstitcm&fc&tkm-r 

(b) ©f XteOTtf) (a' ) t>L< ft (b' ) <D^^ibf8SR£;Jx*:® & SC-e&5 

(a) gB^J#-^-i-69<DV ^~ftifr<DT*;WtmP\**?;ttm 6 SCo 

(b) ga^j##i-69<ov ^-ftifr(DT*;mmm fc&v it>u< litior^i^ 

(a' ) ie?u#-*§-i26-i99<£>i vf fi^mmwrn^t^ mm a 

(b ' ) mvmm 26- 1 990 v ^^<Dmmmm^h^mmt^hv>^>h^ 

o 

[0018] (6) Se«^@H^J#-^l-69<DVN-fnd^T^y^gH?lJ^tf(5)|B«0^„ 

[0019] (7) mmtmpm^i26-i99<D\^h,fr(Dmmmm*^&(5)mM&x&: 0 

[0020] (8) (5)-(7)<DVNT^^l^lC|B«O^^J;9-Mh^W^<Dr H ^+a2^ 
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[0021] o) c-junw&mtmz.ftm-rzm&mt. c-s\mm&mt<Dfi}Kftm<wmm 
-efco-c. ut<d (a) juz (b) (Dm e 'Mzmifr&ftb'tz mmmMo 

(a) 1B^IJ#-^70-870V ^^(DT^/^lH^J^tpM QKo 

(b) IE?U#-^70-87£>V ^Ttlfr&T^mmm M3o V vC, 1^L< tel£f@<£>T5/^ 

gfiSCo 

[0022] (10) #®)&ft(Dm&m$mm^70—87(D\,^1Ftlfr(DT^SmmFfe^t?(9 

[0023] (id m smmrcD (a) x« (b) (Dmm^hmm^titcm &tt^ o) ie« 

(a) SE?IJ#-5§-200— 217(DV ^T^tDiMBE^J&^tf^o 

(b) SB?IJ#-i-200-217cDV ^^^^SH^lJjii^^^^by^^^h/i^ 

o 

[0024] (12) ^^g£^ij#-^200— 217(DV>i*tl/d^iSSSa^J^tf (ll)IE^Pl 
[0025] (13) ^Vb7 i~rb&mk&t* tttc£*>m^Mt&&ft&&m'rzz.bi: 

istt. ^rh^w^^ra^sf^ffl^m^-efeo-c, -<-rh^ x ^Ttf>(a)*> 
l< w: (b) (Dm e a, x» wtcd ( a ' ) t>u< « o>' ) <Dmm*bmmzfrizm & jc-e& 

(a) IE?U#-5§-70-87tf>V >T tld^T^/^SS^JSr^tf S fi® 0 

(b) SB^I#^70-87(DV^nd^T^^gE^)^*5V>-C, lt>L<ttaMBtf>75>>lft 

(a ' ) gE^IJ#-^-200— 2 1 7<D V >T ftaxD^SBB^JSr^ tf 

(b , )ga^J#^200-217<DV^^^m^SS^J*^^5^^hy>'^^h^^ 

o 
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[0026] (14) SaM^gH^ij#-^70-87^V^^OT^/M^J^tf(13)fB^ 

[0027] (is) mmmm^2oo-2i7(D\,^thfa<DMmmm^tr(i3mm.<Dj} 

[0028] (16) (l3) — (15)<D\,^i?tbfrimzmm<D^mz£V^hb^4b<Dm(Dfa 

[0029] (17) c-junm&ntmKftmirzm&wt^ c-junm&mt(DttKftm<w&wm 

tfcot, £XT<D (a) Xtt (b) & ®Sr^36fife^^i- 5tfTSBia»Jo 
(a) IB?IJ#-5§-88-94<DV ^ttd^T^y^iE^JSr^tfS S® 0 

[0030] (18) ^^©®e«dSlB^J##88— 94©V^*L*^T^ilBB^JSrg'tf(l 
7)|B«OPlW^Jo 

[0031] (19) S fifi^fO (a) Xte (b) <«^ibfBiR£*VfcS 6 (17) fEiK 

(a) IB?U#^218-224<Z)V vf fta^SttE^J^tf&Bl, 

(b) IE3«^-218~224<DV ^-rtV^^SIB^Jd^^^^hy^^^h^ 

o 

[0032] (20) mm*mm&^2i8~224<D\,^tijbw&mmm^tt(i9)ffi&<Dm. 

[0033] (21) ^h^W^itt^, ^fcJ^/fcSfrfcS^tt&tfcttirs^*- 
L<lt(b)0ief,XI^T©(a , )t>Uii(b') <Wg^bf8iR£*Wt® fi ftefc 
(a) iE^lJ#-^88-94C0V ^^OT^/^gE^JSr^tfS 
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let, 

(a' ) ia^J#-^-218-224(DV ^-f ^^^SiE^IJ^tf mko 

(b' ) E^J#^218— 224©V^H*^^^^J*^5^»^hy^*^h*^ 

o 

[0034] (22) SS«^iB^J#^88-94<DV^tLd^T^y^iB^JSr^tf(21)|B<feO 

[0035] (23) SM636Sfi^J#^218— 224©V^tbdv04ftSE^JSr^tf(21)|B*©^ 

[0036] (24) (2l)-(23)(DV>TtL/6^1^^fE^^fe^J;^-<-rh^W^<Dra(Dffi 

[0037] (25) c-juns&ntmKftmttm&Kb,c-junm&mb<DftKfcm<DmmM 

tfcot, ^Tco (a) (b) (DM KSr^^i:-rsKriB|fl*»Jo 

(a) BB^IJ#-^95-99<DV N-f^^T^y^BB^lJ^tf S e« 0 

(b) @E?!J##95— 99<£>V vf n*^T^/^gB^IJtJ:*5V vC. l^b< !4tiOT5/i 

[0038] (26) ^^OSeK^E^j#^95^99©v^^d^T^iftS^JSr^tf(2 
[0039] (27) SeK^TO(a)Xt4(b)©^i^^ffl|R$HfcSeStC*>5(25)|B* 

(a) IE^IJ#-^225— 229(7) V >T*Vd^ifiSE?USr&tf iRfifc, 

(b) IE^JS^-225-2290V ^^MD^gE^Jd^&S^^y ^al^Nfe* 

o 
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[0040] (28) SKdSgB^J##225— 229©V^tb* i ©*6SE^JSrg'tf(27)|att«>|5a 

[oo4i] (29) ^h^wi^$t^ mmz£Qj&m£frtd&&i£*mm-rz>zb*: 
l< & (b) cog e jc, xii^r© (a* ) *>l< « (b ' ) <Dmm>hmtn^fhtzM a 

(a) gH^J#-^-95-990V^^^T5:/^iE^J^tf®e«o 

(b) ga^J#-^95-990V^T^^T5y^@S^J^*3V^. l&L<te:i£:{@OT5/^ 

(a' ) IB?lJ#-^225— 2290V ^Tt^O±£Sia?lJ2r^tp^®> 0 
(b , )@B^J#^225-2290V^^^^SiB^J;5^^^^hy^^^K^^ 

o 

[0042] (30) ®&K^gB^-^95-99(DV^^^T5/^IB^J^tp(29)|B*C> 

[0043] (31) ^^|H^J#-^225-229^>V^-f^^mSSH^J^tf>(29)iBttO^ 

[0044] (32) (29)~(31)(D\,^thfaimzm&<DXmz£V^4hb^^b<Dm<Dtt 

-g-tf , ^hbnK^m-r^u^cD^v—^^mo 

[0045] (33) c-JunSS®^S^-t-?)®e«i:, c-JunSfiKi:0+B2f^ffl^)Pl^J 
-efcoT, WT© (a) Xte (b) <Dg &St£^J&#£1-SiiufEPE WJ G 

(a) ga^ij#-^100— 104OV ^-r^^T^y^iE^j^tf & & So 

(b) IE?IJ#^-100- 104OV ^tV36^T^/^@B^J^*5V vC, It IX «8cffl 
^^£c, m^b<«#*P$nfcT^/^@B^J^^, c-Jun® e«i:ffiS^-r 

[0046] (34) ^&fr(Dm&n&mm&^ioo—io4<D\s^fofr<DT^;mmpi&*s 
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[0047] (35) m e mwr<D (a) xn oo <Dmmfrhmm&titzm.&m-e&>z> m) mm 
(b) ie?ij#-s§-23o-234ov ^ti^mmmm^h^mmt^bv^^b^ 

o 

[0048] (36) «fift36SiB^J#^230— 234©V^n35vO^SE^^tf(35)IB*©ffi. 

[0049] (37) ^bt^u^t^mm^ mm^xm^fhtzm^^m-r^t^ 
^rh^wi:©ra©4H5:^©ttw^«fe-ea>or, -<-rh^ ^T<£>(a)t> 
tx « (b) cd® a jc , xttjjuTo (a ' ) t u< it (b ' ) (Dmmfrbmmtstitim & 

(a) BE^J#-^100— 104OV ^-f tLJ6»©T ^HiB^ISr^tPS S JC„ 

(b) Bfi^J#^-100— 104COV ^ tLd^T^/^SB^J{C*5V vx\ tt^cfiOT^y 

(a ' ) 234CDV >"f tbd^lttSE^J^rtf Sit 

(b' ) @B^J#=^230— 234COV ^Tttd^^^gH^I^^jfeS^^^MJV^VhJfc^ 

#Ttvvf^y^XL, ^o, c-Jun® ef^S^fflf5IfiI^"Kt» 

o 

[0050] (38) S&®^gE^lJ#-^100-104(DV^tt^ i c7)T5:y^ga^J^tp(37)|E« 
[0051] (39) ^^|a^j#^230-234cOV^^^^gE^J^tf(37)|Ett^ 

[0052] (40) (37)-(39)<D^irn^imizLmm<D^mizx^^btyu^t(Dm<Dn 
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[0053] (4i) c-j\inm&mtmKi¥mirzm&mb.c-jxmm&mk<DmKi , Em<Dmmm 
tfcot, ut<d (a) xra (b) <Dm e mzmty&fttttmmmmmo 

(a) ga^u##io5— io8ov ^-?thfa(DT^ymmm%?£-& m &ft 0 

(b) @a^lJ#-^105-108(DV^ttd^T5:y^iH^J(^V>T, lt>L<^^(DT^y 
5IfiI„ 

[0054] (42) W^^Se®^ga^ij#-^i05-108(DV^^^(DT5y^iB^J^ 
tf(41)|E*<^Pl»Jo 

[0055] (43) W &Wtf£XT<D (a) Xit (b) 0^75^^|R$^7c® Sff-Cfe5 (41) |S« 

(a) IB^iJ#^-235- 2380V ^i*;ft,/^:&Sia^J2r^t?^„ 

(b) @b?ij#-5§-235-238<dv ^ti^<Dmmmm^^mmt^hv^J^h^ 

o 

[0056] (44) ^m^BH^IJ#-^235— 238(7)V^-r^^^iB^J?^-g•t?(43)|E^O|l. 
[0057] (45) ^h^W££g$fe£i2r, ^M^J;«9^$nfc^^ft:^Wi-^ri§r 
IX ft (b) <Dg S®. Xfi^T<Z) (a' ) &L<te (b') (D^^^b^SR^tvfc® S®T-fc 

(a) gB^J#-5§-105~ 108OV >T;h^OT5/^ga?IJ£r^tf>S & @o 

(b) Ia^J#-^105-108OV^-rt^/5 i OT5/^BS^J^C*5V^-C, ltL<«M^)T5:y 

(a' ) ffi^J#-^235-238(DV ^n^^ga^JSr^tfl^o 

(b' ) ga^ij#-^235-238^v ^ti^(Dm.mmm^b^mmt^hv^j^b^ 

o 
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[0058] (46) ®e«*SE?!I##105— 108©V^tbdvOT$/iftE?IJ«rg"tf(45)|B* 
[0059] (47) &|fci&S6B?y##235— 238(DV^-f tt^^^^SS^J^tf (45)SE^<D^ 
[0060] (48) (45)-(47)OV^tb^^l^fC|E«O^^J;9^ht7 P W^^O+g 

[0061] (49) c-Jun®fi®^2f^ffii-SSSW^, c-Jun®&®^<D^Sf^ffl<DPl^J 

T*feoT, wto (a) xw: (b) (Dm a tttimmmmo 

(a) iH^!j#-^109- 1 1 lOV vf ^^T^ymiB^J^tf S Mo 

(b) @a^J§^-109— 1 1 1<D V vf ft>^OT^/®?IE?lJ (3143V lt>L< ftW©7V 

[0062] (50) #^^OSe®d5ffi^J##109— HlOV^^^T^^ia^lJ^ 
tf(49)|BttOPfi-*^Jo 

[0063] (51) S&®^T©(a)Xtt(b)©«^fe»8R$tb7^ffie®-e*>S(49)|E«fe 

(a) gB#l##239-241©V ^^©^E^J^tf&tifc,, 

(b) IB^J#^239-241<DV^i a ^^^Ba^J/5^^^^^y^v ? ^^h^^ 

o 

[0064] (52) mmmm&^239-24i<D\,^tifr<Dmmmm^t*(5imm.<DV& 

[0065] (53) ^hfc/WfcSrSHtt**, S5»fJ:j:*)^§ttfc«^frSrtjim-rSwi:S: 
-£t?, ^h^W^CDra^Sf^ffl^W^T'feoT, -^h^ WTC0(a)^ 

ix h: (b) ©i6s,xtt£iT©(a') t>u< « (b ' ) vrnm^hmwitstitcs a 

(a) |E^iJ#-^109— 1 1 1<£> V ^^^T^/^IH^J^tf S fC 0 
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(b) IB?!j#-5§-109— 1 1 1<DV ^-?tlfr(DT$smWfflK&\, ^ lt>b<tt^cfi©T^/ 
»#$C$U Btfet>L<tt#An$nfeT5y|ftgE^I«^^, c-Jun® snkftZLftm-r 

(a' ) E5!l#-§-239— 241<OV^tU*^ifiSe?!ISr^tP^ifto 

o 

[0066] (54) Sfi®aS|a#|#-^109— lll^V>-fttd^T?y^Sa^J^tp(53)|E« 
[0067] (55) 241<D\,^}hfr<Dl&mmm$r£t*(53)%Zlfc<Dj3 

[0068] (56) (53)~(55)(D\,^nf)nmzmM<DXmz£y^bb7l'4b<Dm<Dm 

[0069] (57) c-JunSe«^2f^ffi«Sa®t.c-JunSfi®^0+iSf^ffiO|J&«J 
-CfeoT, WTO (a) Xtt (b) OI & n*#$}}&ftkirZ> ftfSEPl^Jo 

(a) IE?U#-J§- 1 1 2fc IX 1 1 3©T S 6 ®„ 

(b) iH^I#-^112t>L<«113(DT5/^gB^J^*3V^, lfcb^aMB^T^Ifc&S^C 

SCo 

[0070] (58) m®&&<Dm&n*mm&^ii2xmi3<DT$;mmm&5t*(57)w, 

[0071] (59) ffie«^T©(a)Xtt(b)0#f|ft^e>aaR$^Seir-Tf«>5(57)|B« 

(a) IB^J#-^242t>b< tt243<Z>ifc£il#l«r&tf gClft. 

(b) IB^J#^242t>L<«243(D^Sia^J^^^^^^hy>-^>'h^{4 : T-t? 

[0072] (60) mm&mm&^242Xte243<DMgmm^tt(59mm<Dm.wm 0 
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[0073] (6D ^ht^^t^mm^ mmK£mm£titc.M&ft*tfiMirz>z.t& 
ix it (b) ©sfit, y.mxr<D (a' ) t>L<« (b' ) (DmmfabmwiZtitcm &nx*& 

(b) IB?U#-5§- 1 1 2t>L< U 1 1 3£>T5/ ^IS^IJ Kias V >T , lt>b< ttjfiMBOT^fitas^C 
(a' ) E5a##242fcb<f4243©^BB?!ISr^tP^ifc, 

^mvw-txu d*o, c-jun® a«tfcffi3if^ffl-t-*fie*Sr=»— K^-«««fc, 

[0074] (62) Se«^^##112Xttll3©T$/ilE^Srgrtf(61)IB«0*a6b 
[0075] (63) |«^E^##242Xtt243©4UHa^S^tf(61)««0*a5. 
[0076] (64) (61) — (63)OV^nd*l«lCK*©^«fe^5^>fbi:^V^©IW©tB 

[0077] (65) c-JunSa®^fflaf^ffii-5Se®^.c-JunSe®^<Dffi2f^fflOP£^IJ 
T*fco-C, (a) Xtt (b) ©ff a«SrW3»ric^««WBia*3W. 

(a) @B?lJ#-5§- 1 14fcL< 1 1 5<£>T?/g?f B?U£r^ tf S a So 

(b) ffi#l##l 14t>b<«l 150T^y^|B^J^*5V vC, lfcL<ltti©T^/BI^^ 

So 

[0078] (66) m®f&ft<D&&n7bmm&^ii4xmi5(DT$;mmm$r£tr(65)m 

[0079] (67) S&S^^T© (a) Xte (b) ©«ifc6*e>»aR**tfcH fiftT?*)* (65) |E«fe 

(a) E^J##244t>lX«245©:!fi£6^J«r£t?&i^ 

(b) SB^J#^244^b<«245(^^gB^^^^^hy>'v f ^h^#TT' 
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[0080] (68) ^dSia^lJ#-^244X«245(D^SiB^J^-tf(67)|5^P£^J 0 

[0081] (69) ^^W^ii$*> J^K:J;«J^*ft*tt*:«#fr*tft Wi-5iifc«r 

ix f* (b) <Dm a Ms xraTo (a ' ) t>u< 1Mb') <Dmm*t>mwn$titim e «-ca> 

(a) E#|#-5§-l 14&L< tell 5<75T^/ ^ffi^J^t?® 6 JCo 

(b) sa?ij#-5§-i i4t>b< tti 1 5<DT5Jtismm\z.&\i ^ it>ix razors 

(a » ) Sa^i#-^-244t>b< tt245tf>*fi£E?IJSr£t?;R8fc. 

(b* ) BB^J#^244t>b<«245^SBB^J^^^^^hy^^>'h^^T-e 

[0082] (70) ffieS*SE?iJ##114Xrill5<Z)r5/KgB?USr^tf(69)|B«©^«feo 
[0083] (71) SK^BB5U##244Xtt245<©iaSBE?!ISr^tf(69)iB«©^jfeo 
[0084] (72) (69) — (7l)<D\,^flfrimzmM(DXmz£y^hb7^b<Dm<Dm 

[oo85] (73) c-junm&mtftKi¥mttm&mb,c-junm&wb<Dm^ftm<DpmM 
-efcoT, ^r<© (a) xf* (b) (Dm &m*&%}&.ftbirz>Mmm.mmo 

(a) ga?ij## i i6t>ix f* 1 1 7<DT$swmmfr£ttm e «o 

(b) E#|#-JH 16*>IX tell 7(DT^y^gB^J^*3V >T, lfclX f*f@^T^/^^ 

[0086] (74) ^^<DS&M^ia^IJ#^-116X«117(DT^^Ba^J^tf(73)|B 
[0087] (75) SeSf* s WT©(a)Xtt(b)©Se»^»IR$tb^:®airc*>S(73)|E« 
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(b) IE?iJ#-^246t>L< }*247<DMmmm*tb%:ZmmkX\>}) ^^h^wr-v 

[0088] (76) mm*mw&^246xn247<D&mmm$?£&(75)mM<Dpm%L 
[oo89] (77) ^h^w^^k*-^ mm^^m.^tcm^w^m-t^b^ 
-^rh^w^cop^o+isif^ffi^ai^^fcoT, -<-rh^ x ^To(a)^ 
ix it (b)(Dm& xii^ro (a ' ) t>b< « (b ' ) (Dmmfabmmzthtcw a srefc 

(a) IB^iJ#-^l 16*>L< tti 1 7©r^»E?USr^tf S & ft, 

(b) E^J##116t>L<ttll7©r^lliB^IH:*3V^, lfclXttgrfBtfJTSy'lfc&s^ 

So 

(a * ) gE?!j#^246t>L< tt247<©^E^!ISr&tf gfSt, 

(b' ) sa^j#^246t3b<«247<D«BE^id^^5^^^hy v^^h^^#r-e 
/^y^xu a>o x c-jun® fia^ffisf^ffi-r^® ews^-K-rswit. 
[oo9o] (78) m&mmm&^-ii6xmi7<DT$ymmm^tt(77)mm<Djjm 0 

[0091] (79) «MfedSE?!l##246Xtt247©^iE^ISr^tP(77)|Bife©^ife 0 
[0092] (80) (77)~(79)<D\,^tltinm^m<D*mz£9^b£zfUjt<Dm(Vm 

[0093] (si) c-jwim&mkftK{¥m~rz>m&mk, c-5unm&mt<DmKftm<Dmwm 
T*feoT. j^to (a) xr* (b) a m&mifrf&frb-rz mmm.mm 0 

(a) i8t>u< ft 1 1 9or^y^ga^j^tf s s {f D 

(b) ia^J##118^L<{*1190T5:y^IB^J^^V^-r. ltmitior^i^^ 

SCo 

[0094] (82) ^^©g6®^BE^I##118Xttll9©T5yfilE^ISr^tf(81)fB 
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[0095] (83) m &w&&T(D (a) xra (b) (Dmrn^hmm^tim &mx»fr% (8D mm 

(a) SE^lJ#^-248^L<«249(Di^SgB^J^tf 

(b) gE^J#^248t ) b<^249(D^SiB^J^^^^^hy^^>'h^^#TT' 
[0096] (84) ^^gH^lJ#-^248X^249(DmSia^J^tf(83)iEm^|5a«J 0 

[0097] (85) -<4ht^4t^mm^, mmz£wmzfrtzM&&$:&iM-rz>-b$: 
u< « (b) (Dm. e xii^To (a * ) t>L<« (b ' ) <omm*tbmwi£tiitw e jc-e& 
(a) mm^i 1 8>bu< w: 1 1 9(DT$.;mmm$rSts> m a s, 

(a' ) gH^I#^-248^L<«249<D^IB^J^t?^o 

(b')ga^J#^248t ) b<fi249©^ia^^^^^by^^>'h^#TT* 

'^f^U^WXU 2»o N c-jun«aKfcffijLf^ffl«HfiK«r3-Kr*»il. 
[0098] (86) Se«*«^J##118Xf4119©T^BftE3?U^tp(85)|B«(Z>^«feo 
[0099] (87) mm*mPm^248Xte249<DMmffim^t?(85)mM<Dj?m o 
[0100] (88) (85)-(88)(DVNi a tV^l^^fB^O^fe{Clj;9-<-rh^W-riorao+B 

[oioi] (89) c-junm&wtmKi^m'r^m&Mt^c-junm&mt(Dm^m(DmmM 

tfcoT, £*T<£> (a) Xte (b) OH S STSrW«l^ti-5S&IBia«»Jo 

(a) gE^lJ#-^l 20tb< « 1 2 1 ©7^ HBE^JSrg' tf S a Ko 

(b) gE^J#-§-l 20*>L< W: 1 2 ltf>T^^@B^J »c*5V vT , lt>L< IJWlOTl'iiJ^ 

So 
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[0102] oo) &%&&<Dm&n&mmmm2axm2i<DTK;m&wfr£tt(89)& 
[oio3] (9D m a &&skT<o (a) xtt (b) <Dvm&*hmmztitzM & w-e&s (89) mm 

[0104] (92) »i6*SE^J#^250Xtt251©i^E^J^tf(91)SB*<Z>ia*3W. 

[0105] (93) ^w^wtsrSH***, mMiz£m$.tsfotcn&fc&&mirz>z.bz 
ix « (b) (Dm x«wr<7) (a')tufi (b' ) ©siw^w^tbfca ssrefc 

(a) @a^ij#-^l 20t>U< 12 1 tf>T^^6B#l£r£tf S «<> 

(b) E?U## 1 20^b< « 1 2 1 £>T5>>BftE?U ^*5V NT, lt> b< ttti©7 

(a' ) E?!l##250t>b<M:251©^gE^ISr^tf^ifto 
[0106] (94) SeK^E^J##120Xttl21©r^KE?IJSr^«>(93)|B«S©^ o 

[0107] (95) mmi>mmm^25ox\*25i<DMmm&\^t*(93mm<Dj3m 0 

[0108] (96) (93) — (95)<D\,^tlfrimzmM<D&mfc£*)^hbZfU^b<Dm<Dft 

[0109] (97) c-JunS&®tffiSf^ffi*t-5®e^,c-JunSa®i:Offi2f^ffl©P£^iI 
ffcot, £*Ttf> (a) Xtt (b) £>S e®«:W^l^^i-SMIEPl*^J 0 

(a) ib^j#-^i 22^u< w i23(DT^ymmm^t^ m e sc 0 

(b) Ba^J##i22tb<H:l23©T5yB6E^Jli:*5V^, lt>L<ri8HBtf>T^ifeas$: 
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Mo 

[ono] os) #®&&(Dm&mmm^i22xm23<DT^/mmFfe*£t?(97)m 
com] (99) m&m^r<D(a)xte(b)(Dmmfrbmm£titcs&mx*&%(97)mM 

(a) gB^j#-8-252t>b< fe253<Dmmmm&*sttmwto 

(b) IB^lJ#^252t U< te253(D^IB^£>&5^^y ^xyh*^#Tt 
[0112] (100) ^^gH^IJ#-^252X^253<D^gB^J^tf(99)|B^(DPl^J 0 

[0113] (ioi) ^ht^u^t^mm^.mm^xm^thtcm^w-^m't^t^ 
-£t?, -^rh^w^r^o+asf^ffl^m^-jsfe-efco-c, ^ha^ mr© (a)t> 
uii(b)oifii,x fi^r<o (a ' ) « (b ♦ ) <Dmto*bMR£tiftm & m-efr 

(a) iH^lJ#-^l 22t>L< ttl 23<DT*;mmm&<S& ® 6 ® 0 
(a ' ) BE#l#-^252t>L< tt253(DittgE?!l£r^tP^ 0 

(b ' ) IE^J#^-252t>b< tt253<D^E^ja>e>Jfc£;RBfe&*hy yv?xyh^^ffTT* 

[0114] (102) m&mmm&^i22Xtei23<DT^ymmm$^truoi)mm<DijW; 

o 

[0115] (103) mm*mm&^252Xte253<DMmmm^tttioimm<Dxm 0 

[0116] (104) (101) — (l03)<DV^^^l^^lE^^jfe{C < fcD^h^W^rfl(D 
[0117] (105) c-Junge«^2f^ffi-rSSfi«^,c-JunSe®^(D+gS^ffl(DPl* 
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So 

[0118] (106) #^^Sa«^gE^J#-^124Xf*125OT5/^HB^J^tf(105) 
[0119] (107) Se«^^- f r^(a)X«(b)(D^^^iR$tt7 v c:SeaT^(105)IE 

(a) ia^J#-^254tb<«255(D^SiB^J^tf^^o 

(b) |B^J§^254t ) U<«2550^IB^^^^^hy^^^h^#TT* 
[0120] (108) ^^gH^lj#-^254X«255(DlgSiE^J^tf(107)g5moPl*^Jo 

[0121] (109) *<4hbzft"(b&mm&^ m&iz£mj&&titc.m&fc&&tH-t-z>zt& 

(a) m^m^-i24hv<ni25(DT^/mm^^m as c 

(b) IB^IJ#-^1 24&L< 1 250OT^/^ia?U ^*SV vf , 1*>L< ^M<DT5:y 

So 

(a')gB^J#-^254^b<«2550mSia^J^tf^o 

(b' ) E^J#^254t ) b<fi2550mSSa^^^^^^hy>'^V^^#T-e 

[0122] (no) &&nfimm^i24xm25<DT^ymmF\$^tf (109) mm(Djfm 

o 

[0123] (111) ^^gH^lj#-^-254X«255(OJ^SiE^J^tf(109)gE«^)fe„ 
[0124] (112) (109)-(lll)OV^n^l^{C|5«<D^j&^«9-<-l'h^W^Ffl^ 
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7y~£^b£LTc-jun3:fflv>T, tt#fflJ§&#f81R^y— =^<MtV\ ;*^y— 

^y^^^yyv-t^mm^mm^^ RUAy-(y*yv-*mmtvx, m 

^ht^y^y^Umtm^mM (ta g 2 IE?iJ) ^t^y^^y^— &m v ^-c^ 

y — Sr#^1-^>(I) 0 RNaseH \Z£ ^cDNAirRNAO H ^Wi ^RNA<D^$r##?-r % t P 
Nf^, DNA^y^— ^If^«9cDNAt^M^^DNA^^L. DNAy^f — £ 

^J;DDNA^y^-^I^j;9^$n/cDNAP^^fc§^5,^^iEL-CX^ 
(dsDNA)^^7y-^^i-^(II) 0 ^$tbfc-*^cDNA«DNA^y^7— "tflKlJ; 
0^$nfc#J(D^.5'^^y ^^5r^o01:^%^Jffl U ^IS^KS'UTR^ 

tail?rto^#(t^OcDNA^^y— (IW cDNA 9^91?— )^rf^^i-6(IV) 
o ftWW cDNA^-T^^y— Sr^^LTIW RNA fcLCVX IWir-f^fcfe 
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KIMft^D^toA: 206, 223, 229, 232, 236, 240, 

243, 245, 247, 249, 2530^iE^J^ti:^LT, iEJIJ#-^18(SNAP19), 76 
(KINN), 93(Kif5a). 99(Eefld), 102(Nef3), 106(Jip-c3.1), 1100ip-cl), 113(EB2) 
, 115(Cspg6), 117(Mapk8ip3), 1190ip-c3.2), 12KGFAP), 1230ip-c8), 125 

(Kif5b)©s e mm i)timmmmmMx*&m.irz^b&c^9^Mkmz xv/hm 

(Dmm^mm^X-mMo W Vl-14;BB?U#-*§-18(SNAP19), 76(KINN), 93(Kif5a) 
x 99(Eefld), 102(Nef3), 1060ip-c3.1), 110(jip-cl), 113(EB2), 115(Cspg6), 11 
7(Mapk8ip3), 1190ip-c3.2), 121(GFAP), 123(Jip-c8), 125(Kif5b)(D® & jf 0 B: 
nbtLt'm&Wtc-Junb<DffiKftm<DifcmM&LbLX, IS^1J#-^143, 206, 223, 
236, 240, 243, 245, 249CO^IB^J^^^UT, Ifl?IJ#^18(SNAP19), 76 
(KINN), 93(Kif5a\ 106(Jip-c3.1), 1100ip-cl), 113(EB2), 115(Cspg6), 117 
(Mapk8ip3), 1190ip-c3.2), 123(Jip-c8)<D® &®(Ell)(DT^^gB^J^-r5C^ 
V&y^Mkm &®^TfflV>Tpull-down-ec-Jun^(D]l:^^^5:f^ffl^fift^ 0 
7 P 1;SB^IJ#^-18(SNAP19), *f;V— 7 P 2;76(KINN), ?;V— :/3;93(Kif5a) N Jf/V— 
^°6;1060ip-c3.1), ^"7; HOQip-cl), Jf/V— ^8; 113(EB2), ?A>>~-Zf9;l 

15(Cspg6), ^/W- 7°10;117(Mapk8ip3), 7 As— zfll; 1190ip-c3.2), >f;\ — ^13 
;1230ip-c8) o a, b: ^hc-Jurufc^ ^tUV-yi, 2, 3;f8IR0^ _h®#-®5h 

[lasi^B^^^^^^tra^^^af^ffi^tiEoigm^-ro 14am 

C»E^IJ#-^-18(SNAP19), 76(KINN), 93(Kif5a\ 99(Eefld), 102(Nef3), 106 
(Jip-c3.1), 1100ip-cl), 113(EB2), 115(Cspg6), 117(Mapk8ip3), 119(Jip-c3.2), 
12KGFAP), 1230ip-c8), 125(Kif5b)<^® fiKCD^^Mi-^/c*^, @H^lJ# 
^-143, 206, 223, 229, 232, 236, 240, 243, 245, 247, 249, 253C»^^gB 
m*hblZL,XVT/l'?4J»PCRZnotio 

m6]^m<Dm&m^mmm.m^m^^tcwvbmn^s&mb<Dm^mm^(D 
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• — Mb) x ^fi^j (o (Dmm.^-r. 
m9mmm&mmfc£zm&#;<DMi&<Dmm&m'to a-, ^ht^^mmm 
mm&xmmwi£infts.ftmu mmmmmm^^xm^^M^-r^o ?v 

^nmMi)xfr<>xh&midxh<>xhMi?ft\^u tt^j&fatR^-wfatR 
xnbtiZtfv^^h^<Dh<DXh^x^MJfcttrtft^ 

M \z.5o^x^fc*tej$lrz> 0 7u4te&mi)xh^xhmmii)xh<>xhmib?z 

m^^h^mmir^~U(D^ht^^mmmmm^xmmwi^fimKiiF 
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[0126] <l>^i(Dlfif 

[0127] *^i^©iaf©i-iij:, ifgis^©seftfe5^\ c-jun^is-^^^ 

^ftj^JlTV^cSSK' (Yurii Chinenovl and Tom K Kerppola, Oncogene (2001) 20, 
2438-2452)<Z>V>f^T^#V\ JM£#)^i^ 01 i^-TXoi^ T^mmm^l 
~69(£fcfc5SNAP19(SNAPc5)i3\ pol II*5j:U?pol III^oTilte^frSsnRNAtf)^ 
n^e— ^— -CfeSPSE^^L, ^^^J^l-t-^SNAPm^^^f-^^^h©— o 
"Cfo<5(Henry, R. W.; Mittal, V.; Ma, B.; Kobayashi, R.; Hernandez, N. Genes Dev. 
12: 2664-2672, 1998. (PubMed ID : 9732265)) c T5y^@E?IJ#-^-70— 87lZ&>fcZ> 

-/<—7TVJ—<D-fr^XhZ> 0 mKnmm^X^Z^bftfmbnZiNeigeLse, T.; 
Ishikawa, K.; Miyajima, N.; Tanaka, A.; Kotani, H.; Nomura, N.; Ohara, O. DNA 
Res. 5: 31-39, 1998. (PubMed ID : 9628581)) 0 T57^ga^l#^-88— 94&;i&fo5 

Kif5a«, w^^r^xmnm^m^-r^— ^-sfif«, ^s^* 

ttTV ^(Niclas, J.; Navone, F.; Hom-Booher, N.; Vale, R. D. Neuron 12: 
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1059-1072, 1994. (PubMed ID : 7514426)) 0 T^y^@E?IJ#^95— 99K&fc5Eefld 

TX*h3bZ>Z.bt>^&tltz.(Joseph, P.; Lei, Y. X.; Whong, W. Z.; Ong, T. M. J. Biol. 
Chem. 277 : 6131-6136, 2002. (PubMed ID : 11711542)) 0 T5/^IE?U#-*§- 100—1 

04t!i«>7b5Nef3tt, smm^mm^m^m^^^b^m^^oh- 

o-efe«9^ ^-^-*125 kD<D®£®-C&5(Levy, E.; Liem, R. K. H.; D'Eustachio, P.; 
Cowan, N. J. Europ. J. Biochem. 166: 71-77, 1987. (PubMed ID : 3036526)) o 
^gE^J#-^112— 113{iI&;fc5EB2te, APObinding protein EB2(Mapre3)-e&«9, 

— <£>1o~C&k5(Su, L.-K.; Qi, Y. : Characterization of human MAPRE genes and 
their proteins. Genomics 71: 143-149, 2001) o T5y^ia^lJ#-^-114— 115t<lfcfc5 

cspge^.M^^^o^sat-m^^fj^o^t— ->>m^(D^^>yb<D 

— o-C, ATPase^^o^^^^n^K^^>§i5fiC/6^^6S eK-efeS(Sumara, 
I.; Vorlaufer, E.; Gieffers, C; Peters, B. H.; Peters, J.-M. J. Cell Biol. 151: 
749-761, 2000. (PubMed ID : 11076961)) o T5/^IE?IJ#-i§-116— 117Mfc7o5 
Mapk8i P 3{i, JNKb%£&irZ>x* J r7*— /VKSaif© — ?-C&9. JNKSr^Lfc 
MAP*-?— if i/Jf-}-/l>#Xtr— MC*5V vC, Mfc«!#l&^1~fc#;te>;ivCV ^ 
(Dickens, M.; Davis, R. J. Molec. Cell. Biol. 20: 1030-1043, 2000. (PubMed ID : 
10629060)) o T^/^IE3W^-120— 121^&fc5GFAPki, M«MK:ii53§5li~ 

"C<jb<5(Bongcam-Rudloff, E.; Nister, M.; Betsholtz, C; Wang, J.-L.; Stenman, G.; 
Huebner, K.; Croce, C. M.; Westermark, B. Cancer Res. 51: 1553-1560, 1991. 
(PubMed ID : 1847665) c T^/^|E^J#-5fl24— 125^fcf::5Kif5bte. |ft/.MFK:& 

^^^^^^(Tanaka, Y.; Kanai, Y.; Okada, Y.; Nonaka, S.; Takeda, S.; Harada, 
A.; Hirokawa, N. Cell 93: 1147-1158, 1998. PubMed ID : 9657148), Kamal, A.; 
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Almenar-Queralt, A.; LeBlanc, J. F.; Roberts, E. A.; Goldstein, L. S. B. Nature 
414: 643-648, 2001. (PubMed ID : 11740561)) o 
[0128] ^.tltbm fi W<£>5*^ «r#tokWt>©W\ Nef3, EB2 N GFAP. Kil5b 

-e*>S 0 c-Jun^^^^^tBSf^ffibTV^^Of^NefB, GFAPT*$>5o ^Oflfe, 
SNAP19. Kif5c, KifSa, Eefld, Cspg6, Mapk8ip3J3. ^tD^i/^/^- &8M£> % 

[0129] #3£^<DS 6 JC<Df£2<DS|te, $£ilkfc£p<DS 6STe&»9, c-Jun«^^^i- 

08^fcfc5Jip-c3.1, T5/^@H^J#^-109-lll^fefc^Jip-cU T5:/^1B^J#-^- 
118— 119^^^-03.2, T5/^K?IJ#-^122— 123tiIfcfc5jip-c8-e&5(Ell 

[0130] j^t. #3pj<d® ^mK^^bimm-r^o 

[0131] ^mw&m&moo-h. mmmm-i24<D^irtifr<DT*ywtmp\&mTz>mEi 

iot, m-<Dmm&mirzmm&znz>zbfr'x:zz> 0 t^or, ^#-^-1-1240 
v^-r^^^i-T5y^Ia^J^c43v^Tlt>L<^^^:^@(DT5y^^ j 5 (: ^^ e&&b<i3: 
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[0133] *mw<Dm&mrz. t^ieiii^^iia^ »^&*fc&ivcwa^ 

o 

[0134] *mw<Dmm&. *mw<Dm &m*=*-v-$-z>mmxhz> <> mm*mma*.KNA 

&nz>z.t&x%z> 0 ^o-c, ^w^mmia^ ia^j##i26~254<z>v>-f ti^cD 

-h*-rzmmb&*£isfoz> 0 miSKD^mmm^m-r^mmtL-x^ ie?u#-^i26- 
254ov ^-rnfr<Di&mw.m icnmrnfmrnm^^-r^mmt^bv^^b^ 

[0135] ^-C. XbV^^bftgzftbfe, ^Jx.f^42 < C-eDIG Easy Hyb {vis^-y^Tt? / 
X^yfXlfc^m \Z.$oftZ>/^zfW^—^l/^ ^^X60X:X 15#0.1 X 

ssc/0A%sDstpx<D$Gftx3b% o m&mm^nmm-i. ttm-tzmmmxT^is 

tcT^ymwwm&x&Zo 
[0136] DNA&c-junmmmtmKfcmirzw&w&=i~\?~rz>z.bte. -^DNA^g a 

[0137] *mw<Dmm^ mhf)^titcmmmmicm^^mi^m^t^x^ 0 
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[0138] <2>*&m<D&&nt$<t>m& 

, x?y-~i/?&mm®mteirzkiz£m&mn&mxtii m&hxtro ^k 

%&&\ ^zk*m^i3&&<, -jnyvm • mwMkvx&mzffi^k&mvx^z* 
[oi39] &&m<Dm&Mk*ti%^—}^zm&*&&xmm<Dm&kL,x. m vitro-eo 
mmk^x^^mm^x^m&m^m^x^mmmm^x^mt^mm^mm 

ztibvmtojfam&m&i&zk&w^ ^mm^^m&n^m^-xitmmmm 

?r*Px., 25-37 c C-ei-^NFra^Mi-^5ri:^J;o-CC^^fiiS SHdS-g-fftSixS 



WO 2005/061706 29 PCT/JP2004/0 17306 

[0140] Sfc, in vivo~?(Dmmb^X^ ^^^<t^S fi®^it^T-XJ»^gB^J^J:?) 

Rxjwkmmmmztitcm esc (M^tft»® e ft) ^<D£>m©)it$^nir*3m 

#»l/Cte, mm^<DMMfrb, Hjt?L|g^<D 

wffim&m&w.&mAu n&wm&m&ywf-rzz.btfxzzo &z>\,^ ±ie 

xmfc^mmmmtt<D-&g.mm\.x s m<Dmmmm<Dftm.*7 f ^y?-rz>z.bh 
-*smx&zu Mmftxmm^xm&m^ttfcMtffr*tvxteKfcm<Dfoz>m 
&m&y*v?irz>z.biz.i>mmx%z> 0 m&mtvx%\m'tz>m&^ c^^/v- 

i?^>3^mmiz.£vmffa<Drp i^m^u m^mm^urnxm^m^ui-^ 
^tKXoxmms &m^i&£hz>o ttj&tftfcDW&i^ ±m*mw<Dm&n<D 

mm^m^i-^ticx^xmu^<Dmm^^xn^m^^\m 
~fzz.ttfx%z> 0 %.tc, ^(D^mmcD^xwrn^-t^m-r^b-h^x^o 
[oi4i] sir, &mw<Dm&nm<Dmm^\,^x£b{z.nwirz> 0 
[oi42] *mw&mjjmfe. ^bb^u^b<Dm<Dms.i¥m<D^mK^x^ ^4hb\.x 

[0143] 0*u< ^hAxfi^jimfetomttftmmmt&xf&mmmmtffi* \ 
•^lt, mmmmmm^m^x^cb<D^ETx, ^^mm^^^^b 

iz&9^bb7uJb&&te£&%Zb&&£&Wt.b1rZ>h<DX&Z>o *M*W*tJ:*5V * 
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[oi44] *ig*m$^*3VNr, ^(hRTp7u4<Dmmn. mnm^mK^m^m^mm 

<<<Mmw&o *mmx\^ 7u^nm&nx&zz.k&&m^\ 
[0145] -<^h^LT«, *mw<Dm&m. xn. *&w<Dw&m&<e;t*m, &b 

mt>t£\i\ ^hkvx<DftTM<Dmw£kizmztj:\,\ tckz.i-£m&mxhn^ 

])—&m^^W&l^ ^MS&MklrZ^kXXmmMtfiM&^mkteZo 

[oi46] *fc. zfu^kL^xi^ &i£v<i^ m &mm^bnz>o ^w^ltcd^*^ 

[0147] ^mm^m^m^ #mxi*. ±5i6(Dj;5^> ^hk^u^k(Dm(DmKi¥m<D 
mmK^^x^4bRxf^u4\mm(Dm^:x^mmmmRxf^mmmm^n 
v\ ^rur, mmm&mwi&n?^kz&mmk-rz>h<Dx&z> 0 tot, *mwtk 
Mjjm<D&&v\, m&te, ^hRT$?u4imm(Dm^xfemmmmRxffrMm 
mm^n^\ ^l-c. mmm^mm^n^k^m^x, ^bk-^u^k&mm^ 

mmz£Vfc)&t$titzM&ik&&M1rZzk^&. ^(bky'^kcom^mwm 

(Dmn(D^m^mkmmx^\ 
[oi48] ^bRxfzf^(D^mmmmRxj^mmmmmn, m^otfcm^siH^o 
a>m t M:m$ii$tiz>7!)K mmm&mm\zm^x^ ^bkyu^k^m^mmmmx 

^h^sesre&s^-a^js, ^h*. frMmmmk^xtiimxzzw&mkvM 
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[oi5o] ^h&m&n<Ditt<o&mmim<nmbvx^ m a jcm^t, gsts as^ 

Xl£.mX%Z> 0 ^U^fD^m^WMt^X^ GFP(green fluorescent protein)fc£«> 
[0151] ilB^ife^® Kt-^mRNA^flM^^^inRNAOiljNBiaiffilR^-T? 

[0152] y W3WJ&tttt#^££*t5^Ktt\ -<-fh(-ttttm©5>M^^ii-rri: 

m-rz>^b}iLxm.mx%z>o 

[0153] ^JSttttSH^tt, tii^IfefIi^#lt5^^^t!*t5o *J-J&tttt# 

m&i&n&mm^irzm ^m^t^mmm^bam^x^^x^ 

«B8R^^*3V>-C % TWSra— b"-t-ZBNA<Dm^RTJ t ffiWl&. mwi^titczfu^ 
mDNAb£&1rZ£y{Zft?Zb{z£mi&-rZ>Zb&X%Z> 0 tfcoT. r<E>SB£<« 
te* ^h£#&*ii:5r^U:<9, *SljNBJia*aiRS:fT53li:^-et5, l-ftfc^ TIE( 
1) Xte (2) ^<t9^»#ISaR^tT5-^^T*t§„ 
[0154] (1) »ittl&»fc5Rfc:*5V vC, ffim^b<Dft&TX\ m£7\s<4*^— K-TSmKN 
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[0155] (2) mmmfc^mwiZk >-c, mm^ch(D^tETx\ ituia^wr&^-Ri-s 

[0156] ^T. ±mi)ATf(2)(DmmiZ.-D\^Xl&mirZ> 0 

[0157] (1) (Dm^Xn, mRNA^, ^(DS'^iZ.^Vtc^^— ff^. if— 

tfW£bV\> i^^^^it^^fflV^+BS^ffl^m^feirUT}*, in vitro 
[0158] mRNAte, te, Ste^cr^r— ^tfiSBIR^^VU— Sr^tf 5'#fStR 

AIB^JOS'IBJ^ SNNS (Sf4GXttC)E^ISr^tf»^IBE^I (fflz-temm&m 
XhoI^^fit-Sga^iJ) ^H^^ 0 5'^fcCap«j£3SfcoTt>fc<Tfc&V\ 
[0159] ztfyAlB^Jte. ^*<fct>2aSWJi«)dA3lr5/XtfcA©S^Xtt^— OaKyAjggK 

0*L<tt, 3»££JU:. «fcW*L<tt6£JL_b, ^hK0^L<nsmm&L± 

<DrtVAmmmx°hz> 0 
[oi6o] aaRSft^iwjKSi-ssssi^uTtt, m^tt— ?—bmm^^>y— 

5'UTR. Rtf, #yAE^J^tf3'*«Stg«©3|a^fc>-tir^*)5o 3'^#S«£<^y 
Aia^J^^^ji^^ttlOa^^T-e^^tb^o 5*UTR©4te^n^~ « 
T7/T3XttSP6fc*?j&5#J/B-e#, #KHWRRttfcV\, ^*L<«SP6t?fc«9, IB3R 

— gBT?&<9. ^;*?Wy<£>— gP^LTte, TMV(D^-^gB^lJ(D— §|5(029; Gallie D.R., 
Walbot V. (1992) Nucleic Acids Res., vol. 20, 4631~4638 N jo£t^ WO 02/48347 
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[0161] mm^m^mu vz&mmzw ^-cr*. xhomwbtfVAmm<n&fr&t> 

5Flag-taglE^JXteHis-tagIE^jT*;fc5 0 ^Aia^^l/m, Flag-tag#(D^fp 

_L#i-3 0 ^n-e, His-taglcovv-CW:, XholE#l©fcV **^^fcWR36«: 

[0162] _hlE©fflgRSft*^HU3b*©*>S«fifett, jfctJSftrtai^lCfc^ft-ca^ 
[0163] 5'UTR<SrSP6+029£U 3'3c*Kig*fc£r % fcfcjfcfi, Flag+Xhol+A (n=8)XteHis+A 

n n 

(n=8)i:f5r^-e, 5'UTRT?$)49bp, 3'^WT«8bpX{*^26bp-?fc 

[0164] ^7^\n'9^zr#~wmz, ^^h*<DCMmzm&x*$zi><DX'&ti\-£mzm 

^l/^-i/K(3'-N-Aminoacylpuromycin aminonucleoside, PANS-T^/SIK ^J^Lf^T^ 
/^^P^^yi/^^PANS-Gly, /<V V(DPANS-VaU T^>-<DPANS-Ala, ^rOffe, 
^T^/^^m-r^PANS-^T^y^^^ijffi-et^o Sfc, ^^^^UT3'-T5/ 

3'-Aminoacyladenosine aminonucleoside, AANS-T^/SIK ^I^J^T^yB^gB^^y 
v'i/OAANS-Gly, ^>-£>AANS-Val x T^^OAANS-Ala, ^<D^ &T5JWt\Z. 
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[oi65] ^fKrn^-**tt, #mxw\ if w^uh:*©!^, x 

tt, PANS-T^/^ AANS-T^/^&^^f yxS, 
[0166] ^^KT^-fc^*— ^-n^>O^Of^-Ct^*fc*V \ftS % 5'UUJ 
^ia^^JbODNAAT^/X^RNAd^5feSmSia^!l^ori:*W*LV \ IB^Ji: 
LTte, dC-tfa— rC-tTot— nv^^if, £90£lXtedCdC-fcV— 
pv^y, rCrC-fc°^— nW^, rCdC-lfa— n-r>fW, dCrC-fcV— n-sM^V 
&£f<£>IE?!|-C\ T^7Tv'/W-tRNA<D3'**^#LfcCCAgB?lJ(Philipps > G.R. 
(1969) Nature 223, 374-377)^3!^ -?&5 0 *S£0>«^£LTi4 % C>(UXIiT)>G>A 

[0167] 1>— ««Ht, »*L<t±, ^y^U^y=J— /^Sr^^fcUfcPEGlS*^ 

[0168] ^03'^{C^T^^>K^-^«, ii3f, l£l±<D*?U*?-h*frtbteZ>o 3* 

[0169] R^— 0i&<D5'**<DlE?r|te, ^"WSra— b*W^t<0^^— fa>& 

^laSWiSrg-tf^ir^^^-efer)^ jtfyAE^fcoTt^fe:/*— fcfcfUTW:, 4> 
l£§^<DdC(^h¥ ^S^^/l/S»Xtt2^(OdCdC(^^^>^^S© 
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[0170] PEGm®tetfV^ls>?})=*— />&£.f&ftb-rZh<DX-foZ>o Z.ZX\ li&'frb'tZ 

[0171] PEGm^tfy^ui/yy^^v^mft^m^ rnnrn^ 400-30,000, 

IXttl.OOO— 10,000, i«90*b<»2,OOO— 8,000-Cfc^o ^l"?, y^})^u>^])=i 

wttmmistctz^ MJtMimm<D^m^mtfj:^b^h^muu, r., 

Barrick, E., Szostak, J.W., Roberts, R.W. (2000) Methods in Enzymology, vol. 318, 
268-293), ^ilOOO^JL, £«90£b<f^OO^±<DPEG£/BV>5£, ttlfcttttM 

#^^*iooo^±^^-e$?«9,^*40oj^T-e^DNA^^— ij— b&Mtf* 

[0172] m^^yy^—7v$:3L$,ttb-rz>^—y-— t^^tsiiiaoT, 
-r^b^mb^o 

[0173] (2) (DMffiX^ DNA^\ m&WbXhU^hTV^XteTV^b^M&Wi & 

bVXfe^ STABLE&^W btlZo 
[0174] n^vVv^te, S^US, 2«^#ffi?g^JJt^5^^^/Vt, 4£*fflJ&ij£^ 

/^Ja^&J&f&iTZia^ ii^ttCte, #ffi?£t£#J<£HLB(hydrophile-lipophile 
balance)M^3.5~6T*fc5;&^fc3 0 2®c^ffi^t£#J&^Lfc*§^<Z>HLB{ii: 
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tt, m*<Dftmfe&M<DHLBm^ffim£%YW^M&hftZo MX-ft, Span 
85(HLB=1.8_K.tFTween 80(HLB=15.0)£r, ^tl^flAO.2 » \RX$9.8 n l<D^&Xm& 
1-£^t££«9HLB=4.4£&5„ *iBJg^^^9AcjvfA'©«^W:, ii^l:18(^ 

[0175] ^U4^—ViT^NA<DmmRXf^(DI)NA(DMm^^mm^(D^RX^ 

[0177] ^rh^wo*iaiiia*iHiR^*5v vc, &s»#faiR&m##fflji£SB3R5& mm 

Kte^-rtlX-hmfrft^o in vitro-M/l^^rm. 
HE. cora2^&«9^^T*&>5#\ ^^^jfcSfc<D^(Nemoto N, 
Miyamoto-Sato E, Yanagawa H. (1997) FEBS Lett. 414, 405; Roberts R.W, Szostak 
J.W. (1997) Proc. Natl. Acad. Sci. USA 94, 12297)Xte&MX&Z>Z.k&mM£tlX 
*59, ^hKA^m^(DMWm2002-176987)XnX^^:Xh^t^mm^X^ 
5 D STABLE*fcTi3\ ^Af^E. colU /J^K^O^^V ^flX 

[0178] mmm&mm\-&i?zmmxtem^Rv t mm<D0km^ m^^mmmmmMK 

fovxm&myitstLZo 
[0179] mmmmmm^miJwi-^4ht^4(DT>yu— ns, Mmmmwimm^h 

[0180] WT. ^4bbVXm^^(DK0^\,mWiT^y'^—b(DmK^^xmmir^ o 

[oi8i] &m$i<D&mmx?v— ^^K^m^vtvx, m7KB~t&?i^ &&mz 
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SB^ij^tPo m^VAmmtte. mma%2~iomm<DAt)^ti:zmF\x&z> 0 xia 
^ij^ut, (cx«G)NN(cx{*G)iH^j^*-r^ia^j. tctx.n. xhomm^-r^b 

, =3-K§P«i^-r5fcfe(OK^— gH^, *5J;T^3'^^CCA^^o 0 PEG*-< 

^yu-u-x^xmrnztitc® &mt, ^y^m^R^x^x^-r^mm^ 
misfo^tz&mt-tz. PEG^m<D^v^u^])^—^<D^m\^ soo^± 
x&z>z.b*mmtirz> 0 \?-r-mi$RwxteccAmmz-^^x, ^<thi 

mtXfe1&ft^MkirZ^b&%FmbirZ> 0 mfefcMnbVX}?*^f£b*&mx. 

hti. myt&yombvx, c y 5, xten-^^y-^Rhc)^^ 

^y—j>>±xmm^tcm&m^(D94^v—izmir^<Dxh^o 

[0182] ^-ThOfSlR^TV— Ym7<DA)\Z^ n— K^(El70B)^ft^-r^)=3— 

PEG^-lf- 7<DC)K & &1-5PEG*-<— ^— 8P*^*5o *«MH-ei3u 

^w^^-K^gs^j^bi*, ^-k§p^peg^— n^mm^^f- 
^3>-)ir%-bxz<D&7£msfa±vxmm^&fa±Mte%o i^ue^, tshiz 
^—v^>(Dm^PEG^-^—^(Dmm^^x, t(Dmm^^x'om±^^ 

[oi83] ^mm(D=i—vmm7<DBM^ v^mm®. orf^, s'^nm^h^, &m 
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Flag-tagMH^J, frbftZ>ffim^X.btlZ 0 ^X\ &fM4*^Bi^J£LTttHAHaig^» 
IgG©:/u^>o\(zR?HV)ft^©^ S 

mwi^jm^mmir^mtvxn. xAmmvmfr&tt&mmx&y, xmm&te 
mmkLrXx-ttfrnm^ttfrnmo— m$?st?mm&mmirzzb& 

^^fIB^IJ<D-f|5(029)«, TMV©^^?!I©— SP4r&Ay^b<Z)-e*)5(Game D.R., 
Walbot V. (1992) Nucleic Acids Res., vol. 20, 4631-4638. :ioJ:U\ WO 02/48347O 
K*P©ORF0«»!:oV^Tt4. DNARtf/X^NA/^&Sl^&SIE 
#IT*t>£l\ jt^^BB^iJ, ^y^ffi^k -r^ha^E^J, 9>-^BB?!l, Xfi> 

[0184] ^^(DPEG^— -9-- 5HHII|70C){3\ CCAfB«, PEGffi«, K^H»H&&»& 

^*<E>$SISkJ\ 400—30,000^ #mxm,000— 10,000, <£9#?£L<te:2,000— 
6,000-efe^> o •fcfc, CC^««iCttlfat— nW'>>^tf#l*^*3teVv((|fifc^pr 
fBT?*>*K fc°^— n-^fi^COV^Tte, bfa— n^v'^(Puromycin), 3'-N-T$/T 
i^/VtfjL — n-v^i/^T^y^^W^iyK (3'-N-Aminoacylpuromycin amine-nucleoside, 
PANS-T^Sm) . ffljt\tT^ymW?yi/^<DPANS-Gly^ s<V^(DPANS-V&U 77 
~^tf>PANS-Ala % ^(Dm. &T$;mz.ttfoTZPANS-&T$;m&fflmX'%Z> 0 £ 
7t.^#^^bT3'-T^yT^V^OT5/^^T^/^0^/P^v'/VS^^7K 
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^W^-i/KO'-Aminoacyladenosine aminonucleoside, AANS-T^ySSO N fflx.t*£~T^./ 
mM^ViyXDAANS-G\y, ^y^(£>AANS-Vak 77= ^<DAANS-Ala, ^rOfifcx ^ 

fgt£tfSfc£o CCA^(CCA)(7) 5'-(|iJ^l^S^±(DDNAS.U«/X«RNA^^^^±fe 
SIE^J£^o^aW;£LV\ ^S(DS^^bT«, C>(UXf*T)>G>A<DjlR-t?0^b 

dCdC-ta-n^y, rCrC-tV— n^->^, rCdC-fcV— n^fi^, dCrC-t° 
a.— pv^^ifOE?ljT% 7^/7iX/V-tRNA<D3'^&m#LfcCCAK^J 
(Philipps G.R. (1969) Nature 223, 374-377)^^ -efe£ 0 *HiO- fi#|-eta. r 

[0185] *^OPEG^-i^-^«^^®(Fl^WX«F2)^i-^#^^Brtg-e 

ikt£E<Dtz.#><D?ifbL,xmm -rzzttf bh mm<DDNARx?/x « 

RNA<Di&mizwffimmbL,x, ik%mm. xmis-tas^b^m^m^ 
t£b*$:mAi,tch<Dtfnmxhz> 0 =^—h^(D5'mt^mm^spe+o29bu 3** 

W^^tSr, Tcbx.it. Flag+Xhol+A (ji=8)b-$-%^bX\ 5'*$&}^-e&j 

n 

60bp. Z'^H&mi&xmObpXhV, PCR<D^y4^—^T^^—m^bL-Xm^ 

mt£M£x&z> 0 ^tucx^xmtcf-m^^m^titco -r^*^ hb^z^?? 
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[0186] ^mm(DPEG^—^~^t^—V^<D9^—^B^i^ ^(D^mz-D^X 

-^m£DNAv^-^m^^h(D^Rm^^m^t^x^<, m^.m 

a^J^Ji, J;*)0*L.<«655^8a«^-h<O^yA5g^T^ o PEG*^-1J— 
<^K^-^05'^ODNA^t^/X{iRNASH^IJ{i, 7^?— i/B>%im*l££iirZ> 
„ KfcPEG;*^— If— IfB^Tx RNAy#— W^^— v-a>^5fc#>fa3\ 
<^l^SW±^tf-^^^^T^^,#yAia^J^oT^-lr^--^^-bT«, 

i»tfW*LV\, ISoSIittfj:, C>(UX«T)>G>AOjll-e$f*LV\ 

[0187] yu^tvxm^^(Dizm^^^mmT^^—h<DmK^^xmm'r^ 0 

[0188] *Sil<D^m^^y-^^l-^ft^^W^bT, IH8d^-rj;5ldH^v 

^-h^^xc^mm^ntcm&m=n^Hn^)^mmi-^o mmr^ 
—h*n<D3'^mz.Amm&mu aie^j^. m^^VAnm^t^ 0 peg*^— *?— 

Ttfy^l^^yra— 7^^^^bfcPEG^fC*3V>T, /Ky^l/^y^ 
— /^^D^T-*^4oo^_h-Cfc§^^Sr#i!i:^•r^^ K"*— fU&£.OVXteCCA 
^UsS^&lvC, ^<i!^10(D^#|»(Fl^U?/X^F2)^tf^^^#mi:i-§o 

ccAmm-z. mmwi7 L ^i<—hiz.£oxmwi£titzm&Mb, ^^m^ 
&jfciz±^xm&^zmm&#'fz>z.k$:mwitu ftmmazccAmmzt°=L-u 



WO 2005/061706 41 PCT/JP2004/017306 

~tz>k<DX&>z> (> 

[oi89] ^w^, mmT^u- hzm v ^mmfcxox&f&zfrtc, mwiiryyu-bx 

[oi9o] mwi^^—Hm8<DB)(DPEG^—^—m^ v-^^yy&T^ymtm 

y—btmmxfyzAK MfottVKm^tz.m)$.£L.x\^ 
ir^ttmmxm. b—*^m&<DttfcMt?<D®wm\^<fa±^x7})—s£i 

m<nm&fflM1rZ> 0 ZZXh, =-Klft<D5'«^£SP6+029tU 3'^«f|i^ 
fctx.fi, Flag+Xhol+A (n=8)b-tZ>Z.tX\ 5'*^i$-C$j60bp, 3'«i 

n 

m^XmObpX^^PCR(D^v^-KT^^—m^bVX^$YX^M^Xh 

x ^mm<D5 , ^mnmb3 , M^m^h<>tc.^-^n^mm^i¥^mbm, peg 
[0191] ^mm(DPEG^^xc^mm^t^m^mm8<Dc)^m^M<Dm^i¥mm 

yu^y^yy^blzmm-r^m^i-is RNase A^^T^ElWf^©fb-ObiV\ 
[0192] M#HJI»fS!R£r, El9^#ML-C^PJ-r5o 09(^^5^, ^-ThcD^T-e^ 
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W#in vitro-Cf8iR£*v5 0 m9<DARTfB\C^£thZ>£.?\^ ^h&m&MXtbo 

[0193] m-s-mz. ^ht~^<D^u^m^xm^ti^t cd c^-, -<-tmc^ 

[0194] ^BJ^m^^itVfi, in vitroT^^<DJf^^5^^^-c#50T% -Rb 

Tin vitro-C® S^Xte^-S & OTft W+BStfMB ffiT^So 
[0195] -<-rh^g ssre&s^tt, ^^LTte, g #jg &1C£<^Msffl<Dfcfc<£> 

[0196] -<-f MS. g|10^Ub£5^ ^#:-efco-Ct>J:<, m^r^^hj 

&Wbmm<D%}$kb^x, £mmm^u4&&mirz>^b&*smbtt:% 0 
[0197] &±.<d£?\z^ mmm&mmx^titbtiz>M&&bL,xte, mm^^hbmm^ 
i-4<Dm&fc. m£"<4hb-7u^<DM&^ ^chbmm<D^u^(Dm^. rtf, 
M&^hbnm<D7u4<Dm&<£& *smx&% 0 t^ox, ^mm^mmicxmm 
-^mfm^m^ ^vb^^bcDm^u&nm^ifemtmxt^ m&fc&j& 
&i~tt&<DmmtttenKi¥m&i>&^%i><Dx&z> 0 
[oi98] ic&tf&MM8&&mwixMci>mw£Z-bte, s e m^^^mmx-7 
/^v^/l-c*^ mn^tzx<D^m^x\^^mxm. m^m~rz> 
^^hb^u^xte^hb^h^u^b^u^mmfammmz&^xm 
. m^Mm^mx%z>bmz.bbnz-bKz> 0 ^^ai su^iaiRL-afsgR 

blz£<93L&£tiz> 0 -Ttefrib, in vitro-r^SR^tLfcSfie^^^^^-/^ 
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(Dmrnft^xtb-otco GSTM&m&izxz^yv^m&gkmLx 
v ^smRNAxV^ w^T-«, ^h^mm^x^mitmrn^xmrn-r^tc 
#>> mm-zmmfrw, ^mmxmm^^^h(Di-i-<4hKm^^^(Dmm^ 

&\E\mirz>z.b&xzz> 0 m&^vi-xox, wm~<D^hbmKfrm-tz> 
xv&^T'uj&mm&i^Mtirxzz,, 

[0200] Z.tl&X\ - HUTin vitroTMESfM KXZM&W-M&bXfV — -^^^1" 

[0201] ^Bj^y-=^m, ^h^w^to*tBjsa*a^MUT^sf^fflu-cm 
&ft%Mi&u m^(D^]}—^^zx<>x^bbmKi^m^^^m^rir 

^4hb7u^b<Dm<vfaKftm*&mtt&Mj:n&^&mfe, -^h^w^cd 
[0202] *&wwj—->rjfmt&* m^oMxm^titiyu^mm-r^mmjM^ 
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&mi-6;^y--^<Dxm> 3)^ > w^*f^.u ? ^«fi-6xm, 3trf4) 3)-e##r 
[0203] *mw*?v— ^yfex-fe, s^xsr'ii^$tbfc^°w^ss^wxm^#b 

[0204] ^B^^y-^^^Tii, '<4bbMWii<D-?u4<DMmxhZ>7'u4'94-77V 
[0205] El9^i-J;5^ x 1gi^-f h£:/W^*#U KX-oXM&^bb^u 

(D^u^^bk&ftu izx^x^cbtmmifD^u^m^^^ir 
z^tizzox^ xfv—^yizte^x^ ~m^mm^i^Ki¥m-r^mm<D^u4 
&mmx%z> 0 */c. ^bft$6±&m&mx&zz.biz£ox, 
\m^m<DmmvMi/*mk$t*<r>x\ xm<(D^u^mmmmm^smb 

[0206] $t>\z s gno^^-rct9^, m&^bbttKftm-rzMWtvzfu^m&fc&m 
f&'rzz.bizxox, m^^bbmrnm-f-^mm^u^^mx^. £fc. n 

MrttaoT, Brtg^§ o in vitro? 
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[0207] m&i£<Dx?v-~>yfc£mbntcm&mmmmift*x*&zm&ia'i.m 

^^^Wbfc^W^fc^^O^h^LT^^y-^^^LT^iV^ PCRjg 

[0208] *j-J&tttt#^£ffl V ^c^^te\ *?})—^y<D^ RT-PCRXfiPCR^ioT 

#fT?#3 0 $^>^W<7)S^y— ^ytf&WzWi&te, RT-PCRXf*PCR(DS^ 
-efc£DNA7^:7V— h£ijte¥U I^Cf--r^^«95Si- 0 RT-PCRXfiPCR 

[0209] M#fflJ§a*fS§R£ffl V >3£* ^^^jSfe^TAPjfelCjSV >Tt>— Hl/Tin vitro-CS 

„ ^^^fe^TAP^^^U— ^^CD^&^bTin vitro^M/V-^&^STABLE 
8rlO&ffl1-*U*, *HS#tt^*r^UTV^5(0-e x RT-PCRXtePCRtCioT, *g 

mm&#mi&m\t^Z>b. in vitro^/K*^STABLE£fe^:k5l>-C, — Mb 
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*x ^^(Djfmx-fe, ^h<DGSTM&m a ^±mmx^m^tmm 

[0210] mmjfc&mwi&fDM&ftcDxfv—^yizm^x^ mm^mwiK^oxmM 

nfa&??tetiz£<>x^him7£ik<Df±m&&&tt, ^ht^Kftm 
i-^^w^mbTt><tv\ %:<Dmfeik<Di±mwt. ^^^h<Dxhmt>^\ tc 

tx.\i, Wkfc<DTAPmt£b*<D£?K, IgG-Xn^^AiEfntt^/Wev^y^fcT — X 
<£rfflv>fc2jg:|5g<z>^y— -^XSrfT?;^ feSv^X/P-X^feoj;^^ ;*M^X 

hTtf v^XteTtf i^^-t^^V^fPtt, GST-tag. Flag-tag, T7-tag, His-tag&^f 

[02ii] xw-^-fx^y— £L-a2, cDNA^x^y— (^x^x^M^x-^x^y— , 
dTX^r^x-^fX^y— \ ^x^^-fx^y-, ^x^K-^x^y— , 
>--7-rx^y-, ^-7-rx^y-, y^K-^rx^y-, E^-a-^^x^y-^ 

r^^XAX^-r^^x-cDNA^x^y— mv^c^, ro^x^y— icwsfe^j* 
xwr±s«»fcv^s, ^K^>-^tfXw^#-et§o ^j^&^-YX^y— 
ttx is^^h^^ftgaK^m^M^is^y—^x^ffiv^ 

XW<^jm#J&m^3te&5 0 
[0212] 7>-Xi»X^^^X7-rX^y— o^JirLTfi. ^;v^n—=.^^HUCS)(D^ 
WK, ^^Xn^-— ^LTSP60RNA7Ky^— ^OXa^e— (SP6)^, fffllR^ 

Umfrh$mt,tzM 6 ®OC*ffi^Flag-tag^#^p$tL^ (--^tf 3'^«§r^o 
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[0213] ±m<D*&W&Mjjm*. ^hi:^Wt^itt$-fri^ft«^^XgS: 
[0214] ^BBJ^^jfe^. -<-l>£-<-n>£*BSf£ffl-r5g SSt*fc5^Wi©i^ 

[0215] ^wmfij&frftw^ttsteffltftt^ 

[0216] ^(Dm<D^m<DmBM(Dmm^mbvx^T(D^(D^mifbri^o 

[0217] #^<Ds&sc£^fc, ^^B8^&, ^^^-^^t-t-^x^, nyt 

s^x^v^Biife, xfc, mttmmf&&&7£miz£miiftz>m&mby>}m<Dte 
^b^mb-r^m ^wb^m^mK^m^m-r^mo 

[0220] #3£K<7}g S«£fflv\ ® &®^3fe^/HkS.XJ ? /X{i@^b«r^^#m^ 
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[0221] B««rfflV\ in vitro^ffi aaXtt^K©ffiSt¥fflS^!l«rt-5*'feo 

[0222] #389§©£&SSr/HV\ in vitro^^t«fefc5flJJB1- SZ.k&mkki'&m&nX 

[0223] ;*38gJ3tf>® fiS£r/BV\ in vivo^g e«Xtt^SC^ffi2f^ffi*»tlf-r5*'ifeb 

[0224] #3gPJ3<D® e«Sr3-h-t-5«»SrfflV^ ±IBO*HSf^ffi«Wf*a5o 

[0225] £fc, WTOfcOfc^tf fctbSo 

[0226] S SM^^T-^O^O+BS^ffi^W-r^^T^oT, Rg &®«r^tf . 

[0227] *HB«o#p*f^^*5V^ra, ii^te, _hSET-#^fc^0^^fi(JiS 

«>, m^mmmmm ^wx^mm^^m-r^mm^^xm^m^mK 

mm^x^&mm. xn. mnmrn^mm^m^n t>tiz> 0 ^tih<D^ 
m<Dmm kov ^xnrmxm.m-r^ 
[0228] mm^^im, *mwmms&mmKftmirz>frttmticu Md^m^ttm 
mm. mm. ^^t^m^amifhti, #*ix«, m a«x»DNA-? 

[0229] m&mtvxn.^mmmm&mmKimir^m^mir^mm^Mmi-i 
#c m&n<D±nxtb^xh&&mmK&ttttn&^y^h*xi>&\ *rcT5 
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&&£tltc*<y^m. fc^lMScDNA^M-^y-^ 

[0230] ^»i:b-ctt, *mw&mm &mtteKftmirzmx&m-rz>m i 9. mcmm^ 

^x®mmffi^xztz&(D*m},^k&x$z> 0 
[023i] mmtvx^ *mwmmm ^mtm^m-r^mti^m^m. m\cmmfc 

[0232] i^Hb^fcb"cr±, ea^sf^ffli-^^^-rs^, # 

[0233] zfohMmfr*&*mwmmm&mtn? mKimitfc, mm*, m&wtm 

[0234] i®Kfrm<D MtfcmtL-xte, mmm^m^m^xxjpmm. m&m^^-t 
ytf>h*<om<Dta&&£TMm. mm^m^^<Dm(Dm^xx^mm. m 
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[0235] m^^btvsm&jfrTfe. mmKmzx&mwm^vmMLrxm^z>z.t&x*%z> 0 
[0236] zxibvmffimm'i. m&a^t^mmmmm&mt(Dm<D^Ki¥m^m^^x 

[0237] ±IS^fii^®(D^^^(D^«: x ^*v@flcg!Efti<OiB^J&^«feS:fflV^ff5 
^as-CtSo AttftHU*. SW^^geSf©*^, WO 02/48347 KfB 

[0238] *7t, e®x^a*»M^cfflv^b^ls«w^ttl»«^-l^?CT. @*a 

[0239] ^#J®^bT^$*S^lCfflVN^ttS^KIi^««, iifitlU*, #^<D^y 

[0240] Tyz?& — s e K/y # ^k^m^^^lt^ m « , rw^&xxtxhi' 
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x7-f/Wfty, DN^Sfif/DNA, foft/fcmft7-(=z-t°V-7') 

[0242] TW-ieff©@ffii®^o^ij:, ^ni^UE^no^^ffiv^^s-e 

[0243] ^^©^(DgjJ^^iDHffi^^-frS^^^ iiSS tttt. MS* 
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[0246] dosu^fi, m^^mM^titcr^4±K^mmmmm. &n&mimu m 

[0247] sir. wmm<Dmd\ ^xm>wtt 0 
[0248] {imm$mft%m 

l&ytffiMftytyiz (Fluorescence Correlation Spectroscopy (FCS) : Eigen, M., et al., 
Proc. Natl. Acad. Sci. USA, 91, 5740-5747(1994)) te, if — ^$MM<D 

[0249] Mi^m^it.nmn^m^ytKxmmtix^nmmm<D~m^^x^ 

eh ^mmmm*®.mL.x^<Dm^<D&mfrbWM£ti'&z>o z<DFcs&n?%,<Dm 
mh^—^yr^ (Zeiss) tkm^mtsfoxm, ^m^^ ^xh^nwrnw: 
%m v ^xMtit&n^tfrxzzo 
[0250] ro^^vNTgaw-^w^raffia^ffl^a'j^x^w^tT^^, 
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[025i] l*pu 2mm<Djjkft&m*m\<^&ytmKmmftftm(Fccs) r*. mm<Dm^ 

m (FRET) m&$nbtlX^ ^S>itK FRETifi±VS>ftlb ^}*2o<D^3fefe^^40— 50 A 

mKftm^x^xi>Fi&™mmistite^fe®imshz>o FccsmxitmKmm 
<D&mte&ft&mm<Dmm\m&i,%:^<DX\ ^<Dx^mm^t^\ me> 

%mm^ttL^<D^^mt^ ^t>^xm^w^mm^mh^(DX\ mm^ 

mm^y^^^Mmxnm^m^mmt^titc^mxmKi^m^mir^<DK 
mvx. Fccsmx^x^m<Dvtmk^^mm^(DnKi¥m^^^t^x^M 

[0252] tut, FccsmxteMmft<DmM\zm^mmvinxm&n'm&wmKi¥m^m 
BM-mmmKipm^m^^t^x^^^mm^m^mm^im<Dmmx 

[0253] ^m^^^xc^mmm&mKm^^mm^ib^mti.x^ m& 

m^m&xm^^mm\^tcmm^Ai-^mKx<>xn^ti^o 
[0254] ^.(D^m^^x, mmz£m<Djmr&ft?jjW:b\,xn, mx.ii±.te,Fcsmm 
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[0255] w-gyt^-^yr-ty^m 

[0256] z.(Djrm%m^^xm &m-m&ft*rmKftmmmxteM$r&n?w&. 
zz.ttf&^&Zo m^^nmmtvxm^^m^nmm^nx\^h(Dt^ 
±m^tcmM®niz£*)^Mt$ftx\,^b&&mxfoz> 0 c^mmm&m^ m 
m^^^b^x^ 0 

[0257] cMffi&mm &mxtem&}ft*%mfe4k-fz>fcib<Dmmmft) ti^xn, mig, 

mm. wvur+ym. dna, rna, mt^ ha^j^t^ $t*satf) 
[0258] ttmz.&^xwimmft*x\*cm&mmm ^w^mmt^^mm^^ 

[0259] mtt-&m&tisit>it&, &*L,<ft&miz&ttz&imfibft¥xt*cmm 
i$w&E&m»wmmz£Qm$-t-zjM&ft\<\ mm±icbb**otc.mmft*x 
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[0260] r<D^-^^*DV>T, mm^m<Djmr%nojjfeb^xn. mx.&±mmtemm 

m&\a-x, mmzbb'&<>tc.mftttmffim(D^m<Dmmz£mM£&xi&nu 
^tv&&ft(D^mz£Qfrffittzb\z£V)mfex%z> 0 

[0261] (3)^^*Bi^yP^^«j^ 

2mm<Digft&m&mi^m<DftTmmKftm&MmbisX, ^^*^^=¥ 

— ^ib(FRET)fe^j;<^q^TV^ 0 FRET 2«M^1£}frfei?f 2f (^A- 

^bto^tb^ ^<Dmm^^-i)^m-w-^mm^x\^i^mwm<^mm 

f^fflb^v>^tt, ^3fefemra^Egil^^:#VNfc«) FREmfc£>-f\ i&-$-ft<Dl& 

FRETtC«J:«9^:^#:0^5fe^^h/V^^$tL§^T% ^^-<^h/KD 

^msv—y^&^m^&tttf^m^^tix 
izx<o. mmcD^px FRKT^m^nKrfm^m-r^w^tix^^ 0 r©* 

ifeCD^^irLTfi. FRET^^C5fca6{C2o0^3fefe^^ 40-50 A^rtKiffgN- 
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[0262] (4) ^/^y±^bmft^*~-i/>y& 

^*^*VM&$HHy— S^^fck^tt* Funatsu, T., et al., Nature, 374, 
555-559 a995MKmW.^tlX\i^^m^ #7X&0ttmfclZ.mfe4tUt&tt 

mw&m^xn?z.b&x%z„ 

[0263] ^^MV^Sai-iW^fflffiS^ffi^ilX!ij!W^^ 

&v ^xm^ ^m^\^±.w^tz.m%m% k wmmztix^ ^^t^mx^ 0 
[0264] c^mmm^wxnm^^m^ti-^tcib<Dmmt\^xi't, ^fy^m^u 

[0265] ^m^^xmmtvx^^^c^mmm&nx^mmm^^m^t 

[0266] ^^^-fe^h#mP^^<J;t9Sb®$tLfci^)fe^CCD^^ 

mfe-rz-bfcxzzo 

[0267] ^d^&k&v nt, mm^m<Dm¥r &n?jrmtvxn, mx.&±mmm^ m 
[0268] (smytmxMmm 

^M3fefe(Perran, J., et al., J. Phys. Rad., 1, 390-401(1926)) te, m^tM^XMh 
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mmwm<Dm<Dft*(DMW}mzbA,¥tj:<, im^myt^^tc^zt^x 
mmmztiZo ^x% ¥mm%v®®istiit&ftft¥i>^mtzifrz&ftn& 

xtitt, &mm&h<>xi>ztiiz&wistiz>z.bti:<. $kytmm£tnt&*bmKft 

tf?mirz>b%K<o^ uyt&<nmtbvxmfeisMti*bxibZ>e 

[0269] ^^fifc&ff 5tzft(DmUb\^X\*m:UfBECOK (Panyera*±M) «SrfTJR$*VC 

m,ttm>^tib<»mu*m^%^b\^mo^b&x%z> 0 
[0270] ^<D&mzm^xm&m-mmft*mttKftm(DW\7£xteMffi&ftom&, cm 
icmmm&mx^m^^(D^Ttihm^bvxmir^m^h?> 0 mm^i-i 
w$fr<D.&mtt\<\ wm^m^m^obir^c^m^m.^m.xmmz.^ 

[0271] ttmiz&^xcMffimmm&mmftftttmM^vftttmbvxte, m$r 

mmim^mmxm^^mm^tcmm^Air^mKx<>xn^ti^o 
[0272] ^^^c^v^T^^i-5c^»fpse®^J:TJ?^^^^orao^as^ffl^ 

m<Dn&**irmmb^x^ mx.\t--^mm(Dcmmmmm&m^ML-x, m± 
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[0274] (6)^®7 B 7X^e^*nife 

et al., Biosensors, 3(4), 21 1-225(1987-88)) 0 iO^MfflV^iea-litt^ 
[0275] C^ftg^«iSa»SrH^b-t-S7t«)©S«i:UTtt, #7*<7^<D^Wg>&_hK 

^B^x^-^njyggffl Km^binZ>i><DX'&ln}ib ^t£%%><DXhoXh£<. u 

-2oooAnmm^xibz> 0 ^.(DXo^mm^^^mmmm mmutx^xm 
[0276] ttmz&^xnt&frttcMmwmm &n^mt&itvit>z>jrmkvx}^ m$r 

[0277] ^h<DftUl&lfifR<D&m7'?X'eis#&fi&W.* 0!l;tkfBIAcore2OOO (Pharmacia 
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[0278] z<D&m\z&^x. mm^m<Dfm*ftttmk\.x\z^ m^ut^^m-??* 
[0279] trymnmm&fflkfcm 

Hffi^^^S^^fe (Enzyme Linked Immunosorbent Assay (ELISA): Crowther, 
J.R., Methods in Molecular Biology, 42 (1995)) W\ mtt±tefflfeitUt&iMlZtt\s 

m (elisa!) — y — ) %m v ^xmfexnmrrzjfm-vibZo 
[0280] ^(D^mzm^xm &M-mm^mm^m<DW\^xitmm^nm^ tm 

o 

[0281] ^iM^^C^^® & W*mm\&ttft<OWfchVX^ iiSELISAlCffi 
[0282] 2fc^«felc*5V >r^fr^S#F«i«W^^@ffi^^^*L*5*jSfei:UT W: 

xhx^^Km^<^mfmm^^t^m^mmmm^i^mmmimm^ 
[0283] mftttmk&vtbtz.^ &i&s<tem!ttz^ttmfe4kftttm&L,x^ti: 

frbm^bMikyb*, TfflROELISAy-^-^^fflV >TS!|^X««?Wi-S-^^ 

[0284] ^©^sfcfci&i^ m^^^m^w^m^^bT^, mz.^m^rvy 

o 
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[0285] £/c, ^ioi BMnn^m^^iDmmKhmmx^^ 

[0287] ^m^m&mn.m&m^^^j-ttDnKi^m^m^hmmx 

[0288] *mWl-Z. hSrc-Jung &WtVX, :/W£^*JP<DcDNA^:/^— £LT 

mzm-tzDK rm<Dmmm^mm^^^x(DMi^mmm^n^~mt^j:-r 

mmm 1 

[0291] -<-n>£c-Jun® &WtL.X, Zf^^^^m^cXMKy^^)— hVX^ IW©* 
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[0292] ^Munm&w&ftWkxmteMTomy-etb^tco 

P CMV-cJun(502-957)CBPzz^^^— (E#|#-§-256) 3&>k* TaKaRa Ex Taq(Si@it 
) &m V vC, PCR {-f=7^— 5'SP6(029)T7 (fE?U#-5§-257) £3'FosCBPzz (@S^IJ# 
^-258) , PCR^n^ACYCBl (aoTDNAfX/V- r-SrSpitUh 

0 DNA^:7V— h-SrRiboMAX™ Large Scale RNA Production Systems 
(Promega) V vCfe^ (37^, 28^) U ^h-c-JunS 6 fOmRNAr^ 
— r-SripfBUfco ##£it:5DNAte, Fos/Jun(D^^-BH^J^tfDNA-Fos/Jun(iB 
3W§-259) ZT>yu—hbU PCR&y^— 5'DNA(IS?lJ#-^260) £3'DNA( 
gS^lJ#-^261) % PCR^n^AV-2 (£l#HB) ) ^oT^LfCo 
[0293] yWO-^^|gcDNA^^y-(D^^fe{i^TOii«9Tfcofc„ 03K:fl&o 

(polyA+) RNA^^y-(m^ttmRNA7-r^^y-?roligo dT^7A-C^bfc^(D 
;clontech)^Abfc 0 T^^-^ff mtttt#^0^&^ilLfc5'UTRlE?lJ 

c^n^-— sp6+^^n^— o29X{*o*)^-r^y— iwm-m^w^m 

F\bL.XW)WfZ>tztb<Dm%Y&ftitCo ^r^^(polyA+) RNA^-f:/^— (Cft, 
^^-029£t>oT^^-£&fflLfc 0 ^^N^f— 029ffiOT^^— (75^ 

(Bfi^J#-^262Xf*263)i:giJ^(gaattcgc)f*. ^TE^^T— (10mM Tris-Cl, 
pH8.0, ImM EDWKmMVXlOOvMtU ^mtmMtt tl^ tllO » lfof^- 
/VT'^bfCo 90 < C-C25>ra*n^b. 70 < C-e5^Pf^L, 60^0^— 
s/r-LT^Ofc— £i^oT^o<9£60ra>b^MJre-Rf tc Q 5 ju lfoi^S 
UT^Or^^bfCo #CK, -^^^(polyA+) RNA^^y-^-^DNA^ 
fc^l,tc(m3, 0 o -^?XJiKpolyA+) RNAy^yyV— (1.4pmole/0.5/z g)£0.5/z g. 3' 
7>-^^-r-^— (IH^J#^-264)^2pmol^DEPC7Ki:^BX.T12.0M 70^ 
lOmia&PiffcU TKJi-ei^-K^^PbfCo ^frSrffll ^C, SuperScriptH RT (Superscript 
Double Strand cDNA Synthesis Kit; Invitrogen)^45T^lhj^^^KJ&£fTo7to #C 

^^^SJ^T^bfc— ^^DNAtr^AffiV^T. E.coli DNAy^f — £\ E.coli 
^?y^7— "€K *5<tU?E.coli RNase H (Superscript Double Strand cDNA Synthesis 
Kit; Invitrogen)-T?16 < C-e 2h^j£U $<bKT4 DNA^y^— ift?16 < CT*5minl?*^ 
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Sr¥?fMbU r.*m.DNA&&f£Ltz{m3, II) 0 ^0-^DNA^5'^«^y^ 

03, III)„ ^^bfe— ^DNA9-f^9y— Sr^y— yWttKU, 4/* KODEPCtK^JS 
MVft 0 ZtllZ^ 100 n M<7>tQffiU£T?-79~- 5:1.0m 1S&&PU 50^ 1 ligation 
high(TOYOBO)^Px.-C, 16ttt- ^--ThT'S^^^. ifitSKDNA purification 
kit ; QIAGEN)bfc#50/x l^bfc„ PCR(EX Taq Hot Start Version; TaKaRa)£r 

n^tc(m3, IV) C 50nl<Dy4^f—>3>Vtcr.^mDNA9-f^V—^h2 n \$rris? 
U—hb^X, IW{Ci^^^^^MH^J(029)^05'PCR^^— (ga^IJ#-^260)i 
Z'PCR? 1 ?^— (gE?U#-5§-261)£/BV^ IW cDNA^T*^— &ffU5fcUfc. PCR 
O^teu £*100m U 22^^/H94 < C-C30#. 60 < CT*30#, 72 < C-e90#£rllM^ 
/WfcU ft#<D#*SJ&te, 72 < CTn80#)^L7 v c o 
[0294] sL*b£>-<^ hc-Jun® ®<£>mRNA"r i^V— k 7W(^|7;*J^cDNA^f T^y — 
, ^LT*#£-£5-<-f hDNA£/J^<D4$»iH!R^(Wheat Germ 
Extract(Promega))£fflV^50Mre*?ffiIR(26 t C, 60min)$-grfCo 50 nl^l^MZ. 
*tU IgGjg^^y^r— (lOmM Tris-Cl, pH8.0, 150mM NaCl, 0.1% NP40)50/il§T 
^JPbtf-lOO/zK^lffllRi^V^/W) £bfc„ ^t(D&, IgGT^fo— ^(Sigma)>|rIgG^/^ 
y77- -e2IU?5te^U -4x^*|ffl|R^^Ml00Ml)^Px:x 4^C-C2Nf^[H^# 
b/Co ^^77- TEV £JW<y7r— (10mM Tris-Cl pH8.0, 150mM 
NaCl, 0.1% NP40, 0.5mM EDTA, ImM DTT)-Cl[I]i5fc$i-U IgGT^fn— ^.^j^^b 
tc^(W7Us(m&fc&TEV7'uTT— i?(GIBCO-BRL)Ti^$rU u c(16 < C, 2B#F^) 0 
HUlXLfc^^lOO m 1^1 m lSr^XTV— r-£UT, ^*50 /* lT*RT-PCR(One step 
RT-PCR kit (QIAGENX :/9<Y^— ;£?U##265£266^ ^n^AjRT-QHSOOOC 
m#^))£^ofco^<D^(|l|2(^^;/^l)£57!7^^ 

$S#e>*tfc, HllCOT5:7^gB^J#-^l-69(C*l-J^i-^DNAgB^J#-^}*Tie<Dy^h 
lfc^fo '(7)^m«, 029^0^7*^— <Z)^^bTi2?lJ#-^262 

£/BV ^Tffr&Ufc^-l'T^y— *3«J:tfIE#l#-i§-263£JB V >T^bfc^^y-<D 
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[0295] <V*hl> 

126(1), 127(2), 128(3), 129(4), 130(5), 131(6), 132(7), 133(8), 134(9), 135(10), 
136(11), 137(12), 138(13), 139(14), 140(15), 141(16), 142(17), 143(18), 144(19), 
145(20), 146(21-1), 147(21-2), 148(22), 149(23), 150(24), 151(25), 152(26), 
153(27), 154(28), 155(29), 156(30), 157(31), 158(32), 159(33), 160(34-1), 
161(34-2), 162(35), 163(36), 164(37), 165(38), 166(39), 167(40), 168(41), 169(42), 
170(43-1), 171(43-2), 172(44), 173(45), 174(46), 175(47), 176(48), 177(49), 
178(50), 179(51), 180(52), 181(53), 182(54), 183(55), 184(56), 185(57), 186(58), 
187(59), 188(60), 189(61-1), 190(61-2), 191(62), 192(63), 193(64-1), 194(64-2), 
195(65), 196(66), 197(67), 198(68), 199(69) 
[0296] 0iWl&«fc, c^5\mb&&ft&&&1bZZbi^m®itoxmbfrbt£^itm 

[0297] ^htbtcm&ntc-iunt(DmKi^m(Dmmmmbvx.m^m-^is(.sNAPi9), 7 

6(KINN), 93((Kii5a\ 99(Eefld), 102((Nef3), 106(Jip-c3.1), 110(Jip-cl), 113 
(EB2), 115(Cspg6), 117(Mapk8ip3), 119(Jip-c3.2), 121(GFAP), 123(Jip-c8), 1 

25(Ki!5b)(Dm&mmmmmmmm&x&m.ir%^b&,mm&-%i43, 206, 2 

23, 229, 232, 236, 240, 243, 245, 247, 249, 253<Z)^^gB^lJ^^^bT, 
WO 02/46395O^^Jl^(2)3-K^<^flM^(3)=i--K^T-^|R^bfc:^oT 

mwiu ^mMmmmm^x^m&mmm.i-^b^c^^-<Mtmxmm^ 
tc(M4,A) 0 *fc, mm.zmm^ttfrb<Dc^9^Mtm&M&^^s& i Mb^ 

7 P WSe«<Df^M^&}i> PCR cloning kit(QIAGEN*±M)£rfflV vT, 
pDrive^^— (ia^J#-^267, QIAGEN*±®D ^^fltzMn^M^h 
ttWU TaKaRa Ex Taq(S?@3t)?rffiV^T, PCR^^M^— 5'F3 (fB?U#-$§-268) £ 
3'R3 (gB^lJ#-^-269) % PCR:7W7-MSHI1562 (^1#M) > 100 n \*>r—;V) fcfco 
XVNAy L >-7U—h&mmUZ 0 DNArV^W— HSrRiboMAX™ Large Scale 
RNA Production Systems (Promega)&/BV^T^^ (37^, 2B#F^ 50 ixX*>r 
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[0298] -<-rhc-jun® BW^m^mt^^)— -zsmmtrnz-eh^tzo 
[0299] zfu^i/zfis-h&cmiQ^Mkm&m^tzmmmmm do » 

y^v-niiaiissiR (5o M xtst-m K:wii$raiitRKJEStffi\ -<-r r-g&ic 

n U lgG$g&/^y7T— : 82 » 1) , IgGT#n— XfcT — X50 *i H^BtP^^rrt.^— h-L 
, fc*-X£?5fc#^ If— X(C20m1OSDS^O^^^Px, 55>F^ioo < c-e^^b 
mm^tc* Z.V>^l/-7jV*Yim SDS-PAGE^J^MBSU FITC^^ £r^^f 
fc£9«l£Uh(04B) o fc*5, ^r-n-zl^LT, ^-fhc-JungfiW^n 

[0300] ^(DW^k, BB?!l##2(SNAP19), 71(KINN), 89((Kif5a) % 96(Eefld), 101((Nef3), 
106(Jip-c3.1), llOQip-cl), 113(EB2), 115(Cspg6), 117(Mapk8ip3), 119 
0ip-c3.2), 1230ip-c8)OS &Wfec-J\mkW&ftKftmVX^Z>Z.k7!>mMX$iZ 0 

[0301] |B^lJ#-^143, 206, 223, 229, 232, 236, 240, 243, 245, 247, 249 

, 251, 253, 255<Dmmmm&hklZ.LrX, VT/V?^ J>PCRiZ£<Oc-J\mkW&&£ 

Tfim&mzmK{¥mLx\^mfc*<Dffl&&mmvt£<m5)o bh^j#-^-25kgfap) 
, 255(Kif5b)^m^> m.mmzmKftmi-%mte*bmmKmffi£tix\, 

it, 14ffi©ite^(SB^lJ#-^143, 206, 223, 229, 232, 236, 240, 243, 245, 
247, 249, 251, 253, 255){Z^^X^V—^^iZ^mhfltcM^l(Dmm^X 

mMzuzz?, ^-r^-5r^fFbfc(iB^j#^-270-297) o ^mmi^mm^ # 

Vr^zf^l/h*— /VODNA^^pDrive^^^— ^M^iA^tvfcit^^^PCR ( 
5'M13_F^^-x'— (|B^J#-^298) X 3 , M13_R^-1'^--(gB^J#-^-299)MV^ N m 
K^PCR^o^Alightcycler^ffi)^^?)^^^, 1E03, 1E05 X 1E07 N lE09^n— V 

^^^(Mock^^^y^DNA^^^nSng/S/^^^^^PlS^b/Co PCR^K^ 
teLightCycler Instrument x LightCycler FastStart DNA Master SYBR Green li&iZ 
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[0302] *7t, iz£zm&w^&fc*xtemmmmz£zm^mm^x*fec-jun 

U?i/3l/X\^ -^rbc-Jun^^j-LT, :/WtLT£<&kHTV^c-Fos^33(/i32 
=3) N c-Jun^i=i(/132=t), ATF4tfU=*(/132=*X Jpp2^5=i(/1323)^m$ttfCo - 

±U^>B^Xl?kW&tlZ>?v— >Mmi)frb. SNAP19^KINNtegE£0<£>S 
6 jCf-JttfcLT^S lzm^Wt$-£)%W^ Kif5a, Eefld, Nef3, Jip-c3.1, 
Jip-cl&m, c-Fosi:+^M#-r^-t^T*#§^^^bT*5«9, EB2, Cspg6, 
MapkSipS, Jip-c3.2, Jip-c8#m> c-Jun^ATF4£+#j^<f^5^/^T*#5::££ 

[0303] [M 
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1 PCR^O^A 



CYCB1 



95°C 
98°C 
55°C 
72°C 
4°C 



1min 
20sec 
1m i n 
4m in 



^□^7Ai : 

98°C 20sec 

55°c 1min 

72°C 3m in 

4°C tK-X 



V-2 



35+>->r*/u 



RT-OH3090 



50°C 
95°C 
94°C 
60°C 
72"C 
72°C 



30m in 
15m in 
30sec 
30sec 
90sec 
10min 



(IS B :301?M<?;u, 2-40 a :26-y--<<?;U. SQ S28-y--< ^7 )V) 



I SH1 1562 



94°C 
94°C 
62°C 
73°C 
73°C 



2m i n 
30sec 
30sec 
2mi n 
15m in 



15tK^U 



■^□•Jf-^Asg : lightcycler 

95°C 10min 

95°C 15sec « . 

X°C 10sec 40l?M<7;u 
72°C 5sec 1 

X : 7--'J ^^©jaSli^^-YV-OTTrnfiifrcfe y62~51°C 



[0304] c-JunfctBSflsffl-t-SS & «#»^7c^ tc«±;«9 , c-}unb<DWm)tm^.ftm 
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. sxt<d (a) xti (b) om. & m&ft%jf&&kirzwimmft\o 
(a) ib^j#-^-i-69<dv ^-?tifr<DT$;mmm$r£t£m 

[3] Sfif^£iTO (a) Xtt (b) ©SSW^yHSR^^fc® & S"T?*>5»^3®2|B«©|Ji. 

(a) |H^lJ#^-126— 199<DV vf ^(D^SIE^J^tfl^o 

(b) Eyrj##i 26- 1 99<d v >-rttd^^SBE^J^^^S^^^hy y^J^btnik 

o 

[4] mmmm^i26-i99<D\^fb^<Dmmm^^m^mmm<Dmmm 0 

(a) ia?IJ##l-69(DV ^^^T5:/^IB^J^tf S 

(a ' ) gE?U#-5§-l 26— 1 99<£> V vf ^^mSga^J^tf 1«„ 

(b ' ) BE?U#-^126- 199(DV ^tV36^^SBH^^^5^^hy^ai^h^^ 

o 
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[6] m&mmm&^i-69<D\,^nfa<DT$;mmw^t?m&m5&m<D%mo 
[7] mm^mm^i26-i99m^ti^(Dmmmm^^mmm5mm(D^mo 

[9] c-JunSfifC£ffl51ftMJ5-t-5Sfi{C^ c-Jun® fi®^0|@2^ffl(D|Ja«^JT'fcoT 
, tXT^ (a) Xte (b) <£>® 6 «^r^^^-t-S iifi!EP!»!lo 

(b) Ba^J#-^70-87(DV^-f^^>6^T5/^Ba^J^^oV^•r, i&b<teiHi<oT5:/^ 

[11] Ifll^T© (a)Xi*(b) <D^^^^sR$tv/tS e«T^^f»*^9|E^Pfl- 

(a) IB^J#-^200-2 1 7<0\ ^-f ^^^SSB^J^tf mWL 

(b) IS?iJ#-*§-200-21 7tf)l ^tL35^^gH^J^^§^^hy ^^^h^ 

o 

[12] ^^gH^J#^200-217<7)V^^^^@a^J^t f M^«lllEmo|a^J 

o 

[13] ^f^Wi«^, ^tet-J;«9^$Hrt1S^^W't-5^i:^tf , 

(a) |B^J#-^70-87OV vf ^^T5:/^gE^J^tf S &SCo 

(b) SB^J#-^-70— 87<D\,^-ftLfr<DT*;mmMz^^x. ihv<feWci®(DT*ym 
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l&fo 

(a* ) gB?lJ#-!§-200-217<DV ^tlftWMMMm&SttW&o 

(b' ) gE?U#-5§-200-2l7(DV ^frfa<DMMffimfrtbti:Z>mmbxbV >^>h^0k 

o 
o 

c-juns &mtm%.i¥mirz>m &nt, c-junm&mt<Dms.{tm<Dvmmx~hox 
, mt<d (a) xn (b) (o® e a *mi&m.ftbirz> mmmn 0 

(a) ia?ij#-^88-94<z>v ^T^^T5:y^iB^j^tf s e So 

(b) IS?U#^88— 94<£>V >T^^T5:y^iB^J^*5V 1*>L< }3:#tf®<^T^/^ 

g & JC^T<D (a) (b) <D^@^ibiS!R£;ft^c® &SCT*fc5fiM^17fE«c<£> 

(a) IB^IJ#^-218-224<^V vf ^^^SH^JSr^^^o 

(b) mb?ij#-^218-224^v ^-r^<Dmmmm^h^mmt^hv >^ >ht^ 

o 
o 
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(om a ft, xte&Tv (a ' ) hv< w: (b ' ) ©»ifca*feaiR*^fcH & ®t$>^> tuis^ 

(a) SB^IJ#-^88- 94<D V ^ftJ&»©T57a&E?!l«r£ tffi & SC 0 

(a')ga?IJ#-^218-224(DV>-f^^lfeSgB^J^tf^o 
(b')gB^J#^218-224(DV^^^mmiS^Jd^^^^hy>'^Vh^^ 

o 

g fiST^Ba?IJ#-^88-94<Z>V vf *L*»©T^SIE^J«r&tf »3fc«21fB«©;frifc 

o 

^^ih^ij#-^218— 22A(D\^fi^(ommm^tsn^m.2iwM(D^mo 

c-Junfi a«^af^ffl-f 5« SK^^ c-JunS BR^BftSflMB^IM^fco-C 

, ^r© (a) xw: (b) (Dm &w*m®mfthirz>mimmmo 

(a) sb^ij#^-95— 99<dv ^^(DT^/mmm^t^m a 

(b) MB^IJ#-^95-99(DV ^MDT^/^ga^JKl&V v£\ lt>L< raSMBOTSy'gfc 
(a) IB^J#^-225— 2290V ^tb*»®4tt3£BBJ>ISr&tf»ifto 
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(b)IB^J#^225~229(Dl>T^ 

o 
o 

^hiryW^OFH^+BSf^fflo^m^feTfcoT, ^fbiiK OT^ (a) &L<te (b) 

& ir „ x»£JiT© (a ' ) t>b< a (b ' ) (Dmmfabmmzntzm & srcfcs mmx 

(a) ia^lJ#-^95— 99<DV ^^^T^y^SH^lJ^tf® a Ko 

(b) |E^J##95— 99<D V ^-ftLfr<DT^;mmP\ f-^V vf, lt>lX tZ$km<DT$ SWi 

(a ' ) ia^J#^-225— 229<DV ^-?tl1>XDm£&Lm&iStf&lWto 
(b , )ga^J#^225-2290V^^^l|LSiB^^^^^hy^^VK £ C^ 

o 
o 

^^IB^J#^-225-229(DV^^^^@B^J^^m^«29|Emo^o 
»^29— 31<7>V^n*»l^^|B*©^&^«fc9^h^W^©ra©4a2f^ffl 

c-jun® &mkmKftm-rz>m&nb. c-juns est^ti2f^ffl©ia»j-e*>oT 
, urn (a) xtt (b) e »**«ua^fc««WEiawa. 

(a) IB^J^lOO- 104<DV ^^d^T^/^ga^lJ^tf S & SC 0 

(b) iH^J#-^100-104OV^-f^^^^T^7^gB^J(^V^T, lfclXfitUdB^TS/ 
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33fE«<»S#J 0 

I&ff^TW (a) Xte (b) <D&m>hm$RiSin1tm & «-C«>5lf ^3®33fE«© 

(a) |E^J#-^-230— 2340V >T Hd^^SSB^J^tf^^o 

(b) lB^J#-^230-234CDV ^^^tt^E^Jd^SSaft^hy 

o 
o 

^® e jc, xtt^ro (a' ) t>L< (b' ) (Dmmfrbmmztitcg. & jc-efcsitris^f 

(a) se?u#-s§-ioo- i04(7)v ^^(DT^/^ga^j^tp® e So 

(b) K?IJ#^100— 104OV ^^T$/^E^IJ t£*5l vf, lt>L< te^<DT5/ 

(a ' ) IB?IJ#^230— 234<DV ^^(D^IE^JSr^ti^^o 

(b ' ) gH^IJ##230-234CDV ^ ^d^^Ifl^J^^^Mt^hy >i?~>bt24k 

o 

M^|H^J#^230-234(DV^^^^SiH^J^tpit^37|E^CD^ o 
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c-JunS 6«£ffiSflMH-*-5S c-JunS 6Srt©ffiaf^fflO|JE.«!|-C*>oT 
. OTtf> (a) XIZ (b) OS S«*^ft^irr5IWBia*»J. 

(a) SE^IJ#-^105- 1080 V ^tLdvOT^KE^ISr^tf S 6fC„ 

(b) SE^IJ#-^105- 108OV >-ftb^^T5/^gB^J^^V ^T, lt>L< ftti^T^/ 

& &m&sxT<D (a) xh: (b) ©««tt»yiBiR$^fca e «t?*>«it *«4i ie«<d 

(a) BS?U#-*§-235-238<DV *?1fli)*(DmMmmfr£ttmWU 

(b) BB?iJ#^-235-2380V ^n*vOiiaSK^l36*e>**»»^hy f^aVNfcafe 

o 
o 

(a) gE^ij#-^io5— io8(D\^-rti^(DT^ymmm^t^m&Mo 

(b) gE?U#-^105- 108OV N-f ^^T5:y^gB^J ^£5V ^T, 1*>L< tttl<D7^ 

(a' ) be^ij##235-238ov ^titwmmmm&iztt&wto 

(b')iB^J##235-238(OV^TtL^^^SH^J75^^^^^y^v ? a:>^^^ 
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c-jun® smrnKftm'Tzm &nt, c-juns &Mt<Dns.im<Dm.mmxh^x 
. £jit« (a) xw: (b) 

(a) SB^IJ^109- 1 1 1<Z>V ^^^T^y^MB^J^tf S «o 

(b) IB^J#^-109— 1 1 1<DV ^-f^^T^/miB^J t-*5V ^ l^b<f»j|S(DT5/ 

49|E^OPI.^J 0 

® & fl^^To (a) xra (b) (Dmmfrbmmztitcm s «-eab^f»^49iEm<^ 

(a) SE^IJ#-^239— 241CDV ^^Oi&SIB^JSr^tf 

(b) sb^j#^-239-24i<dv ^fi^mmmm^f^mmt^bu^^htj:^ 

o 
o 

4htyu^t<Dm(DmKi^m<Di^m^mxhox, ^htK ur<D(a)hv<n(b) 
©lei.x^To(a') t>u< n (b ' ) <D^^^iR$tufcs e ®t*&5 hitie^ 

(a) SE^J##109- 1 1 1(DV ^^^T^y^IB^lJ^tPS & « 0 
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(b) ia?ij#-5§-io9- 1 1 kd v >t tn>*<DT$sm&m t-^v ^t, n>ix t3mm<DT$s 

(a' ) gE^IJ#^239— 24KDV ^T^^SBB^J^t?^,, 

(b' ) IB^J#^239-241(DV ^^^^^SB^^^^^hy^^Vb^ 

o 

® £l«^gB?y#^-l09- 1 1 1 ^-r^^T^y^@B^J^t?f»^53|E^O^ 

^tf5|B?lJ#^239— 24KDV^tbd^^Ba^J^tff»^53|E^0^ 0 
»^53-55<DVNT^l^{-IE^^^i9^b^7 P W^^O+SS^ 

, OT<D (a) Xte (b) ^1 e HUfEPfl^Jo 

(a) gfl?U#-^ 1 1 2&L< 1 1 3<DT5:y ^ME^lJ^tf S & «„ 

(b) |E^J#-^1 12*>IX tell 3<DT5/^IB?U^33V vt\ lt>L< f3Mtf)T5:/^^ 

So 

i&i^t© (a)xf* (b) <Dmmfrbmwi£titcw&nx'&m&m57mm<D 

(a) ^#^242^^ te2430i£XIB?U<^tf 1« 0 

(b) IB^iJ#-^242^L< «2430^SMB^J^^^S^^^hy V^^h^^T-C 
^^^ga^lj#-^242X^243(D^iE^J^tff»*^59sE^(DPl^J 0 



WO 2005/061706 



76 



PCT/JP2004/017306 



(a) m^m^i 1 2^b< « 1 1 3(DT*;mmm&'£trm & Mo 

(b) m^mm i 2^l< 1 1 3(DT*;mmmz&\, vr , 1 1 ix femm<DT^;m&x 

SCo 

(a ' ) ia?ij#-5§-242t>ix te243<Di&mmm%^t*mmo 

(b')gB^J#^242t>b<fi243(D^gH^J^^^^^hy>'v ? ^h^#TT* 
, WTO (a) Xte (b) <7)S JC£W^J&#^5li&faPfi^r!lo 

(a) ib^ij#^-i i4hv< mi5<DT^ymmn^t^m & a, 

Mo 

m & m^T<D (a) Xit (b) (W^ibfBm^/cg & «-efc5fjt5fcqi651Eit£0 

(a) MB^J#^-244t > b< f*245<DmS@B^J^tf 

(b) @B^J#^244t i b<{*2450^SBB^J^^^^^W^;n^h^^^T'e 
^^^@a^j#-^244X«245O^SiB^J^tftt^^67|E«OPfi^J 0 
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(DM S SC. XiS WTCO (a ' ) t>L< (b ' ) 0>gElfea>e>||IR$ tvfc® & Huia^- 
(a' ) iB^lJ#-^244tL<^245C0mSiB^J^tf^o 

(b' ) m*m-%244b v<te245<D&mmm*btezmMkxhv^i?^htemi<¥Tx» 

'M^IWXU frL c-Jun® &SC£*B2f1MBi-3® &S^-Ki-«^„ 
^^IH^J#^-244X«245(D^ia^J^tpM^^69iB^C0^& o 

c-JunS & f€£*B31f1^-rS® & SC£, c-JunS fC£<DfBSf£Jl ©PI^jTfcot 
, £*T<D (a) X J* (b) S®^^J^ii-^>ttl|B(?I^Jo 

(a) IE?U#-S§-1 1 6t>b< 1 1 7 (DTK; ^gE^J^ S & Ifo 

(b) iH^J#^116t>b<fill7^T^^IB?U^VNT, lt>b<f*^(DT5y^^ 
Pli§F#Jo 
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